KPATKA XAPAKTEPUCTHKA HA ITIPOJAYKTA



1. HME HA JEKAPCTBEHMS ITPOAYKT -,

ey R
IMpecrapuym-Ko 5 mg/5 mg tabnetku [ 5’3 ol ’ ,_j, 3
[[Tpecrapuym-Ko 5 mg/10 mg Tabnerku] /& & / A7 /LZ/' % |
[IIpecTapuym-Ko 10 mg/5 mg Tabnerku] 1 m m
[TIpecrapuym-Ko 10 mg/10 mg tabnerku]

Prestarium-Co 5 mg/5 mg tablets
[Prestarium-Co 5 mg/10 mg tablets]
[Prestarium-Co 10 mg/5 mg tablets]
[Prestarium-Co 10 mg/10 mg tablets]

2. KAYECTBEH H KOJITMMECTBEH CBCTAB

Enna rabnetka cuappxa 3,395 mg nepusaonpuin (perindopril), CbOTBETCTBALM HA 5 Mg NEPHHAOTIPHI
apruHuH (perindopril arginine) u 6,935 mg amnomunuuoe 6esunat (amlodipine besilate) croTBETCTBALIM Ha
5 mg amnoaunus (amlodipine),

Enna tabnerka ceaepxa 3,395 mg nepunnonpun (perindopril), CbOTBETCTBALIH Ha 5 Mg NEPHHAOTIPHI
aprunuH (perindopril arginine) n 13,870 mg amnoaunuHoB Ge3unar (amlodipine besilate) cxoTBeTCTBALIM
Ha 10 mg amnonunuH (amlodipine),

EnHa Tabnerka cbabpxa 6,790 mg nepuHnonpun (perindopril), cbotBercTBaly Ha 10 mg nepuHaonpun
apruHuH (perindopril arginine) u 6,935 mg amnonunuHoB 6e3unat (amlodipine besilate) croTBETCTBALLM HA
5 mg amnoaunuu (amlodipine),

Enna tabnerka cuappxa 6,790 mg nepunnonpun (perindopril), cboTseTcTBaLiy Ha 10 mg nepuHaoOnpun
aprunuH (perindopril arginine) n 13,870 mg amnoaunuHos 6e3unar (amlodipine besilate) cvoTBeTCTBALIM
Ha 10 mg amnogunuH (amlodipine).

ToMOIHO BeLIeCTBO C H3BECTEH e(DeKT: IaKTO3a MOHOXH/IpAT.

3a mBIHHA CIMCHK Ha MOMOIIHHTE BELIECTBA, BIDKTE TO4Ka 6.1.

3. JIEKAPCTBEHA ®OPMA

Tabnerxa.

Bana Tabnerka ¢ yasmkeHa ¢popma, ¢ ap/pkuHa 8,5 mm M ¢ kpuHa 4,5 mm, rpaBupana ¢ 5/5 ot eqHata
cTpaHa u %5 Ot Apyrara cTpaHa.

[Bsana TabneTka ¢ kBaaparTHa ¢opma, ¢ Ab/DkMHa 8 mm M ¢ mMpHHa 8 mm, rpaBupana ¢ 5/10 oT egHaTa
cTpana u % ot Apyrara crpaHa.)

[Bsina Tabnerka ¢ TpubIrkiaHa dopma, ¢ pazmepd 9,5 mm x 8,8 mm x 8,8 mm, rpasupana ¢ 10/5 ot enqHata
cTpaHa u ¥ ot apyrara crpasa.]

[Bsna Tabnetka ¢ kpsriia gopma, ¢ anameTsp 8,5 mm, rpaenpana ¢ 10/10 or eaHara cTpasa u %5 or
ApyraTa cTpaHa.]

4. K/IMHWUYHHU JAHHH
4.1 TepaneBTHYHH NOKA3AHHS
[Tpecrapuym-Ko e mokasaH kaTo 3aMecTHTeIHa Tepanus 3a JIe4YeHHUe Ha eceHIaNnHa XHIe

crabuinHa kopoHapHa GoslecT NpH NALMEHTH KOHTPOIMPaHH NPEJIH TOBA C MEePHHAONPHI
NpHEeMaHH eJHOBPEMEHHO B ChHILATa IO3HPOBKA.

4.2 Jlo3HpoBKa H HAYHH HAa NPHJIOKEHHE (



Hoznpoeka

[lepopanto npunoxeHwe,
Enna TabneTka nneBRO KaTO €IHOKpATHA A03a, IPHEMAaHAa 3a IPESANIOYHTAHE CYTPUH H NPEAN XPaHEHe.

PuxceupasaTa KOMOHHAIHA He € HOAXOAAA 33 HAYAIHO JeUcHHe,
IIpH HeoGXoaMMOCT OT MPOMAHA B HAYHHA Ha MPHIMKeHHe, ao3aTa Ha [Ipecrapuym-Ko 61 Morna na 6uae
NPOMEHEHA HITH MOJKe J1a ce 00CHAM HHAHBHAYATH3UPAHE Ha JIEYSHHETO ¢ He()MKCHPAHA KOMOHHALMS.

Creyuannu nonyrayuu

Bvbpeuna nedocmamvunocm u cmapyecka evspacm (8xc. moyka 4.4 u 5.2)

EnuMmubanmsaTa Ha NEpHHAOTIPUIAT € MOHMKEHA TIPH XOpa B CTAPUECKa BB3PacT H Npd nauuedTH ¢ 0b0pedna
HeAocTaTEYHOCT, I10 TasH npu4kAaa, o0HYaliHOTO MEAMIMHCKO NpocieaAsBaHe TpAOBa 12 BKITIOUBA YEeCTO
M3CTICBaHe Ha KPEaTHHHHA K KaJTHA.

IMpecrapuyM-Ko Moxe aa Obae npinoskeH npH nanuents ¢ Cler 2 60ml/min, Ho He € noaxoasll NpH
nauueHTH ¢ Cler < 60mb/min. I1pn TakiBa NALKEHTH ce NpenopbyuBa HHAHBHIYAIHO THTPHPAHE Ha J03aTa
HA OTNETHHTE KOMIIOHEHTH.

AMIIOAMIHH, H3NION3BAH B CXOJHH JO3H NPH XOpa B CTAPYEcKa BB3PACT HWIM HpPH NMO-MIIaIH TIALHEHTH, ce
TioHacs enHakso nobpe. [Tpu xopa B cTapyecka BB3pacT ce npenopbyea oGHMaHHHA A030B PEKHM, HO
MOBHINABAHET HA JO3aTa TpﬂGBa J2a CTABA BHHEMATEITHO, HPOMCHHTE B TUIA3MCHATa KOHIICHTpallkA Ha
aMJIOHITHH He CBOTBETCTBAT Ha CTEMeHTA Ha OB0peuHaTa HeaOCTATEYHOCT, AMJIOIHITHH He MOAMAEXKH Ha
AHAITH3a.

Hepnodpobua nedocmamuvynocm: éxc. mouxa 4.4 w 5.2

JIO30BHAT pexkuM NPH NALMEHTH C JISKO 0 YMEPEHO YepHOapoOHO YBpeKIaHe He e YCTaHOBEH H 3aTOBA
w30OpET Ha 1032 TpAOBa na ObJ¢ HaNMpaBeH BHAMATEIHO, KaTo TPA0Ba Ja ce 3all04YHe OT Hali-HACKaTa
BE3MOXKHA 4034 (BX.TOUKHA 4.5 M 5.2). 3a 1a ce HaMepH ONTHMATHATA HAYallHa H NOAABPKAA 033 IPH
MalMEeHTH ¢ YepHoApoOHa HenoCTaTPUHOCT, NallHeHTUTe TPAGBA Ja ce THTIPHPAaT HHANBHIYAIHO,
H3M0N13BalkK cBobogHA KOMOHHALMA OT AMIIOJMIMHE H NEpHHIONPHN. DapMakokuHeTHYHITE CBOHCTBA Ha
AMJTOIMNMH [IPH TEXKO HepHOAPOOHO yBpeikKaaHe He ca mpoyusaHH. [Ipu nauueHTH ¢ Texkka uepHOapobHa
HemOCTaTEYHOCT aMIIOIHIIHH TPaORa Aa ce 3amovHe ¢ Hali-HHCKaTa Jo3a ¥ Ja ce THTpHpa GaBHo.

Hleouampuyna nonyrayus

He ce nmpenoppusa ynorpebara Ha [IpectapuyM-Ko nipu aena ¥ nogpacTBalii, Thif kaTo edukacHOCTTa H
TIOHOCHMOCTTA HA EPHHAONPHN W AMJIOAMIKH B KOMOHHALMA, HE €2 YCTAHOBEHH MPH Jelatsa v
HoApacTBaLIKTE,

4.3 IIporeronoxa3anns

Cevpsanu ¢ nepunoonpun:

- CBpsx4yBCTBHTENTHOCT KbM aKTHBHOTO BeulecTBO WK KbM ApyT ACE unxnburop,

- AHaMHe3a 32 aHTHOHEBPOTHYEH OTOK BbLB BPB3Ka C mpeilecTramo jgeuenne ¢ ACE WHXHOHTOP (BK.
Touka 4.4),

- HacneactseH HTH HAWONATHYEH AHTHOHEBPOTHYEH OTOK,

- Brtopu H Tpetu TpuMecTsp Ha OpeMeHHOCTTa (BK. TOUKH 4.4 1 4.6),

- Ennoepemenna ynotpe6a Ha IIpecrapuyM-Ko ¢ aniucKHpeH ChIBpHKAIIH MPOAYKTH IPH TAUMEHTH CBO
saxapeH nuaber win OE0pevHa HegoctaThuHocT (GFR < 60 ml/ min/1,73 m?) (Bx. TOH -

- eAHOBpeMeHHara ynotpeba che cakyOHTpHIL/BancapTaH (Bx. TOUKH 4.4 n 4.5

- €KCTPaKOPMOPaITHH JISYCHUA, BOMICIIH 10 KOHTAKT Ha KPBBTA C OTPUIIATENHO 3ape,
(Bk. TouxH 4.4 1 4.5);

- 3HAYMMA ABYCTPaHHA CTEHO3a Ha ObOpeunHTe apTepuu WM ¢TeH03a Ha 6LOpeUH
eauHcTBeH GyHKuMoHnpawy 666pex (Bik. Touka 4.4).




Cavpzanu ¢ amMaoOunu:

- Tekxa XWNOTOHHA,

- CBpPBXYYBCTBUTENHOCT KbM aKTHBHOTO BEINECTBO HIIH KbM JPYTH AHXUAPONUPHAMHOBH IPOK3BOIHH,
- 1ok, BRIIOUMTETHO KAPIHOreHEH LIOK,

- OGcTpyKIMA Ha H3XOIHHA TPaKT Ha NABATA KaMepa (Hanp. BHCOKOCTEEHHA A0PTHA CTEHO3a),
- XeMoOaHHaMHYHO HeCTaOWITHA CBPAACUHA HEAOCTATBUHOCT CJIE] OCTEP MHOKapAeH HHbapxkT.

Cevpzanu ¢ Hpecmapuym-Ko:

Beuykn npoTHBONIOKA3aHuA, CRBP3aHH ¢ BCAKO OTACTHO AKTHBHO BELIECTBO, H30pOeHH NO-TOpE, Ce OTHACAT
H 3a (ukcupaHaTta kombunanus Ipectapuym-Ko.

- CBpBXYYBCTBHTE/IHOCT KbM HIKOE OT IIOMOIIHMTE BelllecTBa, H3GpoeHH B Touka 6.1

44 Crensanas npeaynpexkieHns H OPeANA3HH MEPKH IPH yHoTpeda

BcHruky npeaynpexaeHnd, CBbp3aHi ¢ BCAKO OTAETTHO aKTHBHO BELIECTBO, H30poeHH mo-a01y, e OTHACAT H
3a ¢ukcHpaHata komOHHauma [IpectapuyM-Ko.

Cenp3aru ¢ RepiHoonpui

Creyuainu npedynpeicoernus

CapuxyyecmsumennocnAH2HOHeapOmUNErH OMOK.

Pinko ce crodmara 3a aHTHOHSBPOTHHEH OTOK Ha JIHUETO, KPaHHKIMTE, YCTHHTE, JIMMABHLHTE, €3HKA,
TTIOTHCA H/HITH JIAPHHKCA NPH naupeHTH Nekysadd ¢ ACE HHXHOMTOPH, BKIKUHTEITHO NEPHHIOTIPHI (BXK.
Touka 4.8). Toii MOXKe Na HaCTBIIM 1O BCAKO BpeMe Npu neueHue. B Tean caydan [pectapuym-Ko Tpabea na
6bae cnpsaH Hezabaeno, TpAOBA Aa 3aI04HE CLOTBETHO MOHHTOPHpaHE, KOSTO MPONEIKABA JOKATO HACTHIH
I'BITHO H3NEKYBaHe Ha cHMNToMuTe. B crmydante, npu xoHTo OTOKET 00XBallla CaMO JHIETO H YCTHHTE,
CBHCTOAHMETO OOMKHOBEHO NpeMuHaBa Oe3 nevueHHe, BENPEKH Ye AHTHXWCTAMHHOBHTE CPENICTBA MOHAKOra
o6exyaBaT OrTaKBaHHATA.

AHTHOHEBPOTHYHHAT OTOK, CERP3aH C OTOK Ha JIapHHKCa, MOdke Aa Obae ¢ataneH. [Tpu obxpamaHe na
€3HK4, [JIOTHCA WK JAPHHKCA, CB37aBalllo PUCK OT OOCTPYKUHA Ha JJMXATETHATE MbTHLIA, Tpa6Ba He3abaBHO
Iia Ce MpHIIOXKHM CHEHO JieueHre. To BRoYea BhBEKIAHE HA aJiPEHATHH WITH OCUIypABaHe Ha
NPOXOJNMOCT Ha JHXaTeNHuTe NbTHina. IlanuedTsT Tpabea Aa Obae non cTPOro MeAMIMHCKO HaGmioNeH e
JOKaTO HACTBITH ITHJTHO H TpaiiHO npeMHHaBaHe HA CHMIITOMATHKATA.

ITalimeHTH ¢ aHamMHe3a 3a HecBbp3aH ¢ ACE HHXHOHTOPHO IeYEHHE AHTHOHEBPOTHYEH OTOK HMaT MOBHIIEH
PHCK OT 8HFTHOHEBPOTHYEH OTOK, AoKaTo mpHeMaT ACE nnxuburop (k. Touka 4.3).

Hma peniki choOlieHHA 3a MHTECTHHAJICH AHFHOHEBPOTHYEH OTOK [IpH nmauHeHTH nekyeaHu ¢ ACE
HHXHOHTOPH. Te3n nauuenTH ca ce NPeCTABLIN ¢ KopemHa 6omka (¢ uian Oe3 ragene W IOBpPELIAHE ), HIKOH
OT Te3W CTYHau He ca 0Unu npemecTBaH# OT aHIUMOHEBPOTHHCH OTOK Ha JHUHETO, 2 HUBOTO Ha ecTepasa C-1
e 6110 HOpMaHO. AHMHOHEBPOTHYHHAT OTOK € OHA JHarHOCTHUHPAH ¢ NOMOLUTA Ha NpOUEayPH,
BKIIOYBALIH a6AOMHHATIHA KOMITIOTEPHE ToOMOrpadus s yaTpassyk, BiH IO BpeMe Ha Onepanus, a
CHMITOMATHKATa € MPEMHHANIA HATRITHO ciies ciiupane Ha ACE unxuGurtopa. HarectuHanuuar
aHrHOHEBPOTHYEH OTOK TPpAOBa Aa ce BKIIFOUH B AWdepeHLHANHATA IHATHO3A NMPH NTALIMEHTH, NpHeMallH
ACE usxu0UTOpH, KOHTO Ce IPEACTaBAT ¢ KopeMHa bonka (BX. Touka 4.8).

KoMOuuEpaHeTo Ha NEPUHACMPHI ChC cakyOHTPHI/BANcapTaH € NPOTHBONOKARAHO TIOPaTH Yk
OT aHTHOeNEM (BK.TOHKa 4.3). Jlevenne cbe cakybuTpun/Bancapras He TpabBa na ce sanoahgl
H3MHHAMH 36 yaca oT IPHEMAHETC HA [OCHEeARATA 1034 OT EYSHUETO ¢ NepHHIONpPUN.
caKyOuTpUL/BaTICapTaH € TIPEeKPATeHO, JICYeHHEeTO © MEPUHIONPHI He TpabBa Ja ce 3a
H3MHMHANH 36 yaca OT IPHEMAHETO Ha MOCIeHATA 032 CaKyOHTpHI/BancapTaH (BiK.
Eanospemennata ynotpeba va apyrd NEP uuxuburops (Hanp.pauexkanotpun) 1 ACE




MOXe [1a YBETHYH PHCKA OT aHrHoeneM {Bxk.touka 4.5). [lopaau ToBa ¢ HeoBXOZHMO BHHMATENHO OLECHABAHE
Ha CHOTHOIICHHUETO MOJI38-PHCK MPEAH 3anouBaHeTo Ha eucHHe ¢ NEP nHxuburopn (Hanp.paniekagoTprin)
TIPH MaLMSHTH, ICKYBaHH ¢ MEPHHOOIPHN.

Eanospemenna ynorpeba Ha mTOR HHXHOHTOPH (HAIIp. CHPOJIHMYC, €BEPOTIUMYC, TEMCHPOTHMYC):

I[Ipu naLMEHTH, NPOBEKAILM €AHOBPEMEHHO Jeuerne ¢ MTOR muxuGHTOpY (Hanp. cuponuMyc,
€BEPOTHMYC, TEMCHPOIMMYC) MOXE 1a MMa [OBHILEH PUCK OT aHTHOEAEM (Hamp. MOIyBaHe Ha JUXATe/THUTE
MMBTHINA WIH €3HK4, ¢ HIH 063 pecHpaTOpHO HapylIeHHe) (Bx.Touka 4.5).

Anagpunaxmoudnu peaxyuu no speme na agepesa na xunonpomeunume ¢ nucxka rivmuocm(LDL):

Prako, maupenTty npuemaum ACE uaxuGuTopH o Bpeme Ha adepesa Ha JIMNONPOTEHHHTE ¢ HHCKa
mwibTHOCT (LDL) ¢ AekcTpaHoB cyngar [0Iy4aBaT *KHBOTO3aCTPAlUABAINH AHADWIAKTOHAHH peakiuh. Tezn
peaKUAH ¢e H30AreaT upes BpeMeHHa oTMaHa Ha ACE uHxuOHTOPHOTO NleyeHue ripeau Besaka adepesa.

Anagunaxmoudnu pearyuu no apeme #a Oecencubunuzayun.

Hwma nanyenTd npremMamu ACE HHXUOHTOPH No BpeMe Ha AeceHCHOWIH3Hpaiuo JieyeHHe (Hamp. ¢ oTpoBa
Ha LHIOKPHIH HaCEKOMH), KOHTO NomyvaBaT aHadHnakTouaHA peakiud. [Ipk Te3H MaLMeHTH peakuuiTe ce
u30arBaT upe2 ppeMeHHO cnupade Ha ACE uHxuOHTOpHTE, HO MOTAT fa Ce NOBTOPAT NMpH CIydaiita
TIPOBOKALIMA.

Heymponenun/Azpanynoyumosa/Tpomboyumonenus/Anemun:

CrobmaBa ce 3a HeyTpONeHHA/arpaHyJIoLMTO3a, TPOMOOLMTONEHHS H aHEMHS NPH NAalMeHTH NpHeMaIlK
ACE umx6uropn. [Ipn nampienTH ¢ Hopmanna 0s0peusa ¢pyHKima | JIMICA Ha APYIH YCIOKHABAILA
takTOpH HeyTponeHHs HacThBa panko. [TepuHaonpun Tpabea na ce MpHIara ¢ U3KIIOUHTENHA
NPeNa3nuBOCT [IPH MALHEHTH CbC CHORA KOJMAreHo3a, HMYHOCYTIPECOPHO AeMEHHE, ICUSHHE C anQIypHHOM
WIH NPOKaHHAMHA HITH ¢ KOMOHHALHA OT TE3H YCJIO0XKHABAIIH $AaKTOPH, ocobeHo NpH npeAecTBamo
HapyweHue Ha GpOpeunarta dyHxiug. HAKOH OT Te3d NalHEHTH Pa3BHBAT CEPHO3HH HHEKLIMH, KOHTO B
OTACIHH CTYYAH HE CE [TOBNHARAT OT UHTEHINUBHA aHTHOMOTHYHA Tepanus. B Te3u cnyuay npu ynorpela Ha
MEPHHAOIPH, C€ MPENOPHUBA MESPHOAMYHO H3C/IENBAHE HA IEBKOLHTHTE, 2 MALUEHTHT TPAOBa Aa ce
HHCTPYKTHpa 1a ¢b00IIaBa 32 BecekH MPH3HAK Ha HHbeKuuaA (Halp. BL3MAIEHO IEPI0, TEMIIEpaTypa).

Penoeackynapra Xunepmonus.

Ilpu narmenTH ¢ ABycTpaHHa CTeHO3a Ha OBOpeyHaTa apTepHA HIH CTEHO3a Ha ApTepHATA NIPH €AWH
dyHkHoHHpan 6s6pek, nexyBatn ¢ ACE HHXHGHTOPH, CHILECTBYBA TOBULICH PHCK OT XHIIOTOHHA H
6b0peyHa HeAOCTATERHOCT (BXK. ToUka 4.3). JleueHHETO ¢ AUYPETHIH MOKE Ja CTAHE AONPpHHACALL daKTop.
3aryGara Ha 6s0pevHa PYHKUHA MOXKe 72 HACTHITH TIPH MHHHMAITHH H3MEHEHHA B CEPYMHHA KPEaTHHHH
JOpH MpPH NalMeHTH ¢ eAHOCTPaHHA CTeHO3a Ha OpOpeyHaTa apTepus.

Asoimo Groxupane #a cucmemMama pesun-anzuomensun-anoocmepon (RAAS):

Wma panewm, 9¢ eqHOBpeMeHHaTa ynioTpeba Ha ACE uHxubuTopH, aHrnoTeH3uH 11-pelienropHH G10KEpH HITH
ANMUCKHPEH TOBHMIIABA PHCKA OT XWMOTOHHA, XHIEPKATMEMMA WM HaMalgBaHe Ha Onbpeuwara dyHxkuua
(exnovnTenno octpa G6pevHa HenoctarbuHoct). [lopagn ToBa He ce mpenopwrYBa ABOHO OnoKHpaHe Ha
PAAC upe3 kombuHupaHata ynotpe6a Ha ACE uHxuburtopu, anrnoTensuH ll-peuenropHu OnokepH nnn
ANHCKHPEH (BK. TOUkM 4.5 1 5.1).

AKO ce TIpelicHHM, Ye TepanuaTa ¢ JeoiiHo 6iokupaHe e aGcomoTHO HeoOxoaHMa, Toa TpA0Ba Na cTaBa camMo
nof HaOMIOAeHHETO HA CMELHATHACT M IPH 4YeCTO BHHMAaTe/HO MOHHTOpHUpaHe Ha OwOpeuHaTa (yHKiHi,
eNEeKTPONHTHTE H KPBBHOTO HANIATAHE.

ACE unxubutopu H anruoreHsun 1l-penenropan 6nokepn He Tpabea aa ce uanom%gﬁ&ﬁﬁmwno npu
nanueHTH ¢ nuabeTHa HedponaTHA. N

ITBpBHYEH ANA0CTEPOHHIBM: !



[MaumenTy ¢ MBPBHYEH XMTIEPANIOCTEPOHUIBM KATO LIAI0 HE C€ BIIMAAT OT JIEYEHHE C AHTHXHIEPTEH3IHBHK
JIeKapCcTBa, QEACTBAILH ¥pe3 HHXHOHpaHe Ha CHCTEMaTa peHHH-aHTHOTeH3uH. [lopaau ToBa ynotpebata Ha
TOBa NIEKAPCTBO HE CE MPENOPBYEA,

BpemenHocT

He Tpa6Ba na ce 3amousa sevuetine ¢ ACE WHXHOMTOp No BpeMe Ha GpeMeHHOCT. AKO NPOXLIDKABAHETO HA
neuenneto ¢ ACE waxuHOHTOp ce npetiedn 3a kpaliho HeobXOIMMO, HaLHEHTHTE, TUIAHAPALIH
3afpemMeHsABane, CiefiBa Na IPEMHHAT HA ANTEPHATHBHA AHTHXUIIEPTEH3WEHA Tepalis, KOATO HMa JOKAa3aHO
Gezonacen npodmn Ha ynorpeba npH Opemennoct.IIpu yeraHoBseane Ha GpeMenHocT neverHero ¢ ACE

uHxuGHTOPH TpaOBa A ce cripe HezabaBHO ¥ aKo € HeoGX0oaMMO, Cé 3aN04Ba ANTEPHATHBHA TEPANus (B,
ToukH 4.3 1 4.6).

IIpednasnu mepxu npu ynompeba

Xumomonua:

ACE unxufuTopyTe MOTAT I3 NPENU3BHKAT CraflaHe Ha KPBEHOTO Hansirasne. CHMITTOMATHYHA XWITOTOHHS
ce HabmoaBa PSOKO NP HEYCITOXHEHHN XHITEPTOHMIM H € TIO-BEPOATHO Ja HACTHIH MPH MALMEHTH C
HaMaJieH LHpKyaHpaiy 06eM, Hanp. MPH TMYPeTHYHO A¢UeHHE, OrpaHHYeH NPHEM Ha roTBapcka cojl,
JHANIA3a, NMAPHA WIH IIOBPBIIAHE WK C TeXKa PEHHH-3aBUCHMA XHNePTOHHA (Bx. Tovuka 4.5 1 4.8). Ilpu
MAIMEeHTH € BUCOK PHCK OT CHMIITOMATHYHA XHIIOTOHHA € HeODXOXHUM CTPOT KOHTPOJ Ha KPEBHOTO
HanaraHe, OuOpeunaTa QyHKUMA B cepyMHMA kaIHii o Bpeme Ha nedeHue ¢ [Ipectapuym-Ko.

C'blllHT‘e C'bOﬁpﬂJKﬁHHﬂ CC OTHACAT M 34 NMIAIHEHTH C HCXeMHYHa 60JIGCT HA CHPLETO HITH MO3BYHO-CHI0BA
Gonect, MpH XOHTO MPEKOMEPHOTO CNajaHe Ha KPBBHOTO HAAraHe MOJKE A JOBee A0 MUOKapAeH HHbapkT
HIIA MO3BbYHO-CBO0B HHIIHAECHT.

IIpu HacTeNRaHe Ha XHIIOTOHHS MAUMEHTHLT TPAOBa Aa 6bJe TOCTABEH B XOPHIOHTAITHO MOJICKEHHE M, aKO ©
HeoOxoauMo, Na NONTyYM HHTPaEeRO3HA HHGY3MA Ha Pa3TROp HA HaTpHeB xiopHa 9 mg/ml {0.9%).
[pexoauAT XMNOTOHMMEH OTTOBOP HE € NPOTHBOTIOKA3AHKE 33 NIPUEM Ha JOTBIHUTEIHH J03H, KOUTO
o0MKHOBEHO Morat na 6baaT npuiokKeHH Oe3 3aTpyIHEHHE, KOraTO KPEBHOTO HATMIaHe ce NMOBMILIH Cle]
0DeMHO 3aMeCTBaHe.

Cmenosa na aopmuama # MUMpaIHama K1anda / Xunepmpogueina KapouoMuonamua;

Kaxkro npu npremane Ha npyru ACE HHXHOHTOpPH, nepuHaonpun Tpadea na Obae npHiarad ¢ NOBHIIEHO
BHHMaHHE MPH NalHeHTH ChC CTEHO3a Ha MUTpAlHATA KiIana i 00CTPYKUMA HA IEBOKAMEPHOTO MATIACKBAHE,
Hamnp. NpH A0PTHA CTEHO3a WIH XHNIEPTpodHIHA KapAHOMHOIATHAL.

bvbpeuna nedocmamviHocm:

IMpu 61:0peHa HenOCTATEYHOCT (KpeaTHHHHOR KIHPBHE < 60 ml/min} ce npenoprysa HHAHBHIYAITHO
THTpHpaHe Ha A03aTa Ha OTACIHHTEe KOMIIOREHTH (BX. To4Ka 4.2).

PyTuHHOTO H3CNEABaHE HA KU M KPEATHHHHA € YacT OT HOPMAaTHATA METHLIMHCKA NPaKTHKA TIpH
naupeHTH ¢ 6p0peyHa HEAOCTATEYHOCT (B, TOUKa 4.8).

1Ipn HAKOM MALMEHTH ¢ IBYCTpaHHA CTeHO3a Ha ObOpEeUHHTE apTepHH HIH CTEHO3a Ha APTEPHATA KBM
enHHcTEeH OLOpek, nekysanu ¢ ACE HHXHOUTOpPH, ce HaGmioAaRa MOBHIIABAHE HA KPBBHATA ypes U
CepyMHMA KpeaTHHHRA, O0MKHOBEHO 00paTHMO cNel cniHpaHe Ha JevueHHeT0. ToBa e ocobDeHo BepOSTHO MpH
nanueHTH ¢ 6E6peyYHa HEIOCTaTLYHOCT. AKO TIPH TOBA € HANULE H GB6PEYHO-CHA0Ba XHIIEPTOHKA,
CBHIIECTEYEA MOBHIISH PHCK OT TEXKA XHIOTOHHA H Op0peuna HepocTaThMHOCT. Hakon xunepronuiy 6es
ABHA MpeAlIecTRalla 6u0pedna cra0Ra OOTECT TOMYYaBaT NOBHIIGHHE HA KPBBHATA
KpeaTuHuH, OOMKHOBREHO HE3HAYMTEITHO H TIPEXOTHO, 0c00eHO NPH SIHOBPEMEHHO I
MEePHHAONPHI H JHypeTHK. ITo-BepOATHO € TOBa Ja HACTHITH TIPH NALMEHTH ¢ Hi
HEZOCTATHLYHOCT.

Yepnoopobra Heoocmamvinocm:



Paako, ACE uHxHOHTOPHTE Ca CBBP3aHH ChC CHEAPOM, KOHTO 3aII04YBa C XOIECTATHYHA KBITEHHLA W
nporpecupa 10 QyJIMHHAHTHA YepHOAPOOHA HEKpo3a M (TIOHAKOra) CMBPT. MEeXaHM3MBT Ha TO3H CHHIPOM
He e w3sacHeH. [TaunenTa nonmyvasanmy ACE WHXHOMTOPH, KOHUTO Pa3BHEAT XCHITEHHIIA MM 3HAYMTETHO
MOBHLICHHE HA YepHOAPOOHHTE eHaumu, Tpabera aa cnpar ACE nhxuburopa W 1a MOTyyaT ¢hOTBETHO
MeIHITMHCKO TIpocneasBane (Bxk. Touka 4.8).

Paca:

IMpr nameHTH ot yeprarta paca ACE HHXHOHTOpHTE NpUYMHABAT O-YECTO AHTHOHEBPOTHYEH OTOK,
OTKOJIKOTO NPH DALMEHTH OT ApYyTa paca.

[Mogo6uo Ha apyru ACE HEXHOHTOPH, nepHEIONPHI MOKe A3 Obae No-cHabo eeKTHBEH 3a MOHIKABAHE
HA KPBBHOTQ HAJIATAHE MPH NaLMEHTH OT YEPHATA Paca, OTKOIKOTO IIPH TE3H OT APYTa Paca, BEPOATHO
TOPaJIH MO-YeCTHTE HACKO-PEHHHOBH CBHCTOSHHA CPER NOMYNAlUATA Ha YEPHOKOXKHTE XHIICPTOHHUH.

Kawnuya:

Crobinaea ce 3a xamnnna npu ynorpe6a Ha ACE unxnuOuTopH. XapakTepHaTa Kanidna € HeMpoaYKTHBHA,
yIOpHTA ¥ NIpEMHHARA CleJ CNHpaHe Ha NeveHrero. Kamnnarta npeaussukana or ACE uuxuburopu
TpaGBa 1a ce MMa NPEABHA KATO YacT OT AMEPEHIHATHATA JHATHO3A HAa KAIUTMLATA.

Xupypzus/Anecmesun.

Ilpy marmeHTH NOLNIOKEHH Ha rolgMa XHPYPrHYHA HaMeca WIH N0 BPEME Ha aHECTe3HA Che CpelcTRa
npeaM3BHKBaIK xunoToHHs [IpectapuyM-Ko Moxke ga Gnokupa obpasyBaHeTo Ha aHrnorensuH Il s
pesynTar Ha KOMIIEHCaTOpHO ocBoboknaraHe Ha peHUR. Tosa neueHHe TpAGBa Ja ce Cripe eAHO AEHOHOLIME
[peNH olepauyaTa, AKO HACTBITH XHIIOTOHHA, 33 KOATO CE NPELICHH Y€ C€ Ib/DKH Ha TO3W MEXaHHIBM, THA
Moxe aa ObJe KOPHTHpaHa Ype3 00eMHO 3aMeCcTBaHe.

Xunepranuemud:

IIpn Hakou nanyenTy nekyBadn ¢ ACE nHXHOUTOPH, BKTIOYHTEIHO NEPHHAOTIPII, e Hab/IIoNaBa
MOBHINABAHE HA CEPYMHHA KaMHit, PHCKOBHTE (PaKTOPH 32 pasBMTHE HA XHIICPKATTHEMHS BKTIOYBAT Ob6peuna
HEROCTATHYHOCT, Blowagane Ha O0peunata dyHkuua, Brapact (> 70 roAMHN), 3axapeH quaber,
NPHAPYKABALIH CECTORHHA, TIO-CIICLHATHO JeXHAPATays, 0CTpa ChpAedHa JeKOMIIeHCals, MeTabONHTHa
aNMAO3A ¥ eNHOBPEMEHHA ynoTpeba Ha KanHi-ChXpaHABALH JHYPETHIM (HATID.CIMPAHONAKTOH, SILTEPSHOH,
TPUAMTEPEH WIH aMHIIOPHN), KaTHeRH A00aBKYE MM KAIMH-CBIBPMKALH 3AMECTHTENH HA rOTBApCKaTa Coll;
MAUMEHTH NPHEMALIH APYTH NEKapCTRA CBHP3aHH C MIOBHILCHHE HA CEPYMHEA KallMii (Hanp. XernapHH, Ko-
TPHMOKCA30JI, H3BECTEH Ollle KaTO TpHMeTONpHM/cyndameTokcazon). Ynorpebara Ha KanHesd A0O4BKH,
KaIHI-CBXpaHABALIM JHYPETHII WIH KaNUA-ChABPIKALH 3aMECTHTEH Ha MOTBapckaTa coi, 0cobeHO IpH
MAaLMEHTH ¢ HapylieHa Op0pedHa QyHKINA MOXKE A AOBEIE A0 SHAYHTEITHO IOBULICHUE HA CEPYMHEA
KaIWii. XunepkanueMHATa MOKE Ja IIPHYHHH CEPHOZHH, IOHAKOTA (paTalHH apHTMHH. B cnyuanTte, korato
eHOBpeMEHHATA yNoTpela Ha MEPHHACTIPHN HITH HAKOE OT FOPECTIOMEHATHTE CPEACTBA Ce CMATA 3a
YMeCTHa, Te TpAOBa Aa e U3MOI3BAT ¢ MOBHIIEHO BHUMAHHWE M TIPH YECTO M3C/ICIBAHE HA CEPYMHHS KaJHil
{BK. TOUKa 4.5).

Huabemuyu:

IIpu nnabernuy JIeKyBaHH ¢ NEPOPATTHH MPOTHBOAHAOETHH CpeACTBA WIN MHCYIHH NIHKEMHYHUAT KOHTPON
TpabBa ga 6ba€ CTPOTO MOHHTOPHPaH 1O BpeMe Ha IBPBHA Mecell oT eyenreTo ¢ ACE unxuOUTOp (BK.
TO4Ka 4.5).

Cavp3anu ¢ amMaoOunut.:

IIpednasznu mepru npu yrompeba

Cyvpdeuna nedocmamvunocm:




IMauperTu ¢be chpacuHa HENOCTATBUHOCT TPAOEA A2 OBIAT JIeKYBaH# ¢ MOBHILICHO BHHMAHKE.

B pwnrocpouto wiaiefo-kOHTPOTHPAHO MpOYYBaHEe MPH NALMEHTH ¢ TEeXKKA CHPAEYHA HEJOCTATEYHOCT
{xnac Il 1 IV no NYHA) crobmaeanara yecToTa Ha GenoapobeH oTok e Guna mo-BHCOKA B rpynaTa Ha
JIeKyRaHHTE C aMJIOJIHTTHH, OTKONKOTO B Tanebo rpymara (ex. ToMxa 5.1). BiokepHTe Ha KanuuesHTe
KaHAJTH, BRITFOYHTETHO AMJIOJUITHH, TPpAGRA A € M3NOJ3BAT ¢ NOBHULIEHO BHHMAHHE [IPH MALMEHTH C
3acToliHa ChPACYHA HEAOCTATEYHOCT, Thil KaTO T€ MOTaT Ja NOBHIIAT PHCKA OT HBAEH ChpPASYHO-CHI0BH
CEOMTHE H CMBPTHOCT.

Vapeoena uepnoopobua gyrxyus

HomyKHBOTBT Ha AMIIOMHITHH € YABIDKSH, a cTodHocTHTe Ha AUC ca no-BHCOKM NpH NAIHEHTH ¢ HapylueHa
gepHoApoOHa GYHKIMA; BE Ca YCTAaHOBEHH NPENOPBKH 3a fosupaHe. CneqoaTtenno, aMNogunuH tpabea na
CE 3aII0YHE C HA-HUCKATA 7034 U J1a Ce MPOSBH BHAMAHKE, KAKTO B HAYANOTO HA NIEYSHUETO, TaKa U NP
nopuluasaHe Ha fo3ata. [fpyu nauueHTyH ¢ Texkka YepHOIpOOHA HEAOCTATEYHOCT, MOXKE /1 He Hanox# 0aBHO
THTpHpaHe Ha JI03aTa H BHUMATeTHO MOHHTOPHpAHE.

Cmapuecka ev3pacm.

[ToruaBaHeTo Ha n03aTa [IPH XOpa B CTapuecka Bb3pacT TpsOBa /2 ce H3BBPIUBA ¢ BHUMAHUE (BXK. TOUKH
42wu5.2).

Bvbpeuna neoocmamvunocm

IMpu TakKBa narpeHTH aMIOIHMIIMH MOXKE Aa ¢€ NpHiiara B o6nualHy nosu. IlpoMennTe B mia3sMeHHTe
KOHLIEHTPALMH Ha aMIOUITHH HE Ca CBBbP3aHH Che CTeneHTa HA 650peyHoTO yBpeKkaaHe,
AMJIOIHIIMH HE MOXE /1A C€ IHANM2Hpa.

Cewpagnu ¢ Hpecmapuym-Ko

Beuuxu npeaynpesxaeHus 3a BCAKO €IHO OT 8KTHRHHTE BEILECTBA, H3PENeHH MO-rope, ce MPHarar ¢hLulo 1
3a pukcupaHaTa koMOuHallia Ha [Ipecrapuym-Ko.

Tpednaznu mepxu npu yrompeba

Homownu eetygecmea.

[Topany HanHYKe Ha JIAKTO3A, ALMEHTH ¢ Pe/IKH HAC/IeICTBEHH NPOONeMH raakTo3Ha HENOHOCHMOCT,
ITIIOKO30-TaIaKTO3Ha ManabcopOLusa lwin 0B nakTaseH aeduuMT He TPsiGBa 1a NpHEMAT TO3M JEKApCTBEH

NPOIyKT.

Bzaumodeticmeun:

Ennospemennara ynotpeba Ha Ipectapiym-Ko v THTHEBH npenapaTH, KalHi-csXpaHABaliK JICKapCTBa WK
KaTHesH Bo6GaBKH, HITH AaHTPONIEH HE € NIpenopbyBa (BX. Touka 4.5).

4.5 BaaamopeiicTBHe ¢ JPYIH JeKAPCcTB¢HHE NPOAYKTH H APYrH GOPMH Ha B3IAHMOAEHCTBHE

Canp3aHy C RepUHOONDIAR

JlaHHH OT KJIMHHYHH [POY4YBaHMA IIOKAZBAT, Y€ [BOWHOTO ONOKMpaHe Ha pPEHMH - &HIHOTEH3MH
anpnocreponorata cucreMa (PAAC) upes kombunmnpanarta ynorpeda Ha ACE unxuburoph, anrvorensun 11-
pelenToOpHH ONIOKepH WIH aNHCKHPEH ce CBEP3BA C TO-BMCOKA YECTOTA Ha HEXeNaHH CHhOWTHA, KaTo
HAIPUMED XWNOTOHHA, XHIEpPKalHeMHMs M HaMansBaHe Ha OBOpeuHara $yHxums (BEIIOUHTENHO OCTpa
610peyHa HeOCTATEYHOCT), B CpaBHeHHe ¢ ynoTpebara caMo Ha elJHO CPencCTBo, AeHcTB;
(Bx. Touxk 4.3, 4.4 uw 5.1).

erxagcmea, ngeduzeumg_zgu XUREPpKARUEMUA
Hakou nexapcTBa WIM TEpaneBTHYHH KIACOBE MOraT Aa YBENHYAT 4YeCT

ANMCKHPEH, KalHEBH COJIH, KaJHi-ChXpaHaBamn auypetui, ACE-HHXHO



anrvorensu-1I peuenropure, HCIIBC, xenapuuyu, WMYHONOTHCKAUIH CPeaCTBA, KATO WHKIOCOOPHH WM
TAKPOJIUMYC, TPMMETONPHM M ¢(HKCHpaHH Ro3H KOMGHHAIMH cb¢ cyidamerokcazon (Ko-tpHMokcason).
KomOuBanmsaTa o Te3H NEKapcTBa YECIHYARA PHCKA OT XHIIEPKATHEMH.

Eonospemenna ynompeba, koamo e npomusonoxkasanda (8xc. mouka 4.3).

Anvcrupen:

[Mpn narpenTuTe ¢ Avaber WIH HapylleHa OnOpewHa (PYHKUMA ce YBEHUYUABA PHCKA OT XHIEpPKAIMEMHA,
ploLIaBate Ha OpOpedHaTa GyHKUMA H CEPAEYHOCHAORATA 3a00I€BAEMOCT H CMBPTHOCT.

Excmpaxopnopanii ReYerus;

Exctpaxopnopanuu J¢4eHHs, BoAeLIH A0 KOHTAKT HA KPBBTA C OTPHLATEIHO 3aPESACHH MOBLPXHOCTH, KATO
HallpUMep [HaNH3a MJIH  XeMODWITPaLMs ¢ oOnpejelieHH BHCOKONPOMYCKIHBH MeMOpanu (Hamp.
NOIHAKPHIOHHTPHIAHH MeMOpann) 1 adepesza Ha MUMONPOTEHHH ¢ HHCKA TUIHTHOCT € JEKCTpaHOB cyndar,
NopagH HOBHIIEH PHCK OT TEXKKH aHa(QHUIAKTOWAHM peakuMH (BxK. Touka 4.3). Ilpu HeoGXOomHMOCT OT
nofobHO neveHHe TpabBa na ce OOMMCIIH H3MON3BaHE Ha APYr THO AMANKW3HH MEMOpaHH WAM Ha
AHTHXHMNEPTEH3HBHO CPEACTBO OT JPYT KIAC.

Caxybumpun/sancapman.

EnnoBpeMenHaTa ynorpefa Ha NMEpHHIONMPHI ¢b¢ CAKyOMTpH/BAasCapTaH € MPOTHBOTIOKA3AHO, THH Kato
€IHOBPEMEHHOTO HHXHMOMpaHe Ha HenpruanauH 1 ACE MoXe 2 NOBHMIIHA PHCKA 0T aHrHoeaeM. JledeHue ¢1e
cakybuTpwi/BancapTad He TpaBa na ce 3anodyea nmpeaM Aa ca M3MHHATH 36 yaca OT NPHEMaHeTO Ha
nocAeHaTa 1032 NEPHHIAONPKI. JIeYeHHeTo ¢ NepHHAONPHN He TpAOBa Aa 3aM0uBa MPedH 1a ¢a H3MHHAAM
36 yaca cien npHeMaHe Ha oceAHaTa 1034 CakyOHTpWI/BancapTaH (Bx.Touka 4.3 u 4.4).

Eonoepemenna ynompeba, koamo He ce npenopvyed (exc. movka 4.4) :

Anucrupen: OcBeH NPH NAUMEHTHTE ¢ qHa0eT HAKM Hapyniesa 6p0peuHa dyHKUMA ce yBenHiaBa pHCKa OT
XHNepKaliHeMHA, Bolapane Ha OrOpedHaTa QyHKUINA H CBpACYHOCHOBATa 3a001€BAEMOCT H CMBPTHOCT.

Kombunupano revenue c ACE- unxubumop u anzuomen3un-peyenmoper broxep:

B nuTepatypata ce choOIIaRa, ue NpH MAlHEHTH ¢ YCTAHOBEHO ATEPOCKIEPOTHYHO 3a00/19BaHe, CHpIeUHa
HEZIOCTATEMHOCT MITH AHa0eT ¢ kpaifHO opravHo yBpexIaaHe KoMOuHEpanoTo nevenne ¢ ACE- HHXHOHTOD H
ARHTHOTEH3HWH-PELIEITOPEH OIOKEP € CBbP3AHO ¢ MOBHIEHA YECTOTA HA XHITOTOHHS, CHHKOI, XHIIEPKATHEMHA
H BJOLIaBaHe Ha ObOpeuraTa QyHKIuA {BKIIOYHTENHO ocTpa ObOpeuna HeNOCTATHYHOCT) B CPABHEHHE ¢
ynorpefara Ha eIHH peHHH-aHT HOTEH3HH-aJII0CTEPOH ~ JeiicTeam aredt. J[poiinoTo GaokupaHe (Hanp. 4pes
koMOunupaHe Ha ACE- HHXHOUTOD ¢ anTaroHMeT Ha aHrHoTeH3WH-I1 penierrropuTe) TpAOBa Aa ce
OrpaHHYyaBa caMo JI0 OTAENHM Cly4an C HEMOCPENCTBEHO HabmoaeHKe Ha G0peuHaTa GyHKUNA, CepyMHUA
KaTHii ¥ KPBBHOTO HaJlAraHe.

Eempamycmim;
Puck om ygenuuagane na HEXCEAGHUME PEARYUY, KAMO GHZUOHEEPOMUYEH OMOK (an2Hoeoem).

Ko-mpumoxcazon (mpumemonpum/cyndamemorcazon):
IManueHTy, NpreMalld eIHOBPEMEHHO KO-TPHMOKCa30/ (TPHMETONPHM/CYiaMeTOKCa3ol) MOYXKe Jia ca ¢
MOBHIIEH PHCK OT XHNEepKaIHeMus (Bx.T. 4.4).

Kanuil-coxpanaeawu Quypemuyu (Hanp. Mpuammepen, amuwiopuo ...), Karuesu conu.

XumepxanueMus (MOTEHLMANHO (paTanHa), ocobeHo cbBMecTHO ¢ OBOpevHa HeaOCTATHYHOCT (ATHTHBEH
xunepkamdeMuue edexr). KoMOHHMpaHETO Ha MepUHAONPHI ¢ rOPENnoCOYEHHTE METHKAMEHTH He ce
apenopbuga (exc.mouxa 4.4). AKo BBHIpPeKH TOBa e mokasana komOuHEpaHata ynotpe0a, T4 TpsaOBa Aa ce
MPOBEXKIA BHHMATENHO H NPH 4ECTO MPOCIEAABAHE HA CTOHHOCTHTE HA CepyMHHA Kamuil. 3a ynorpeba Ha
CIIMPOHONAKTOH [IPH CHpAeYHA HENOCTATEYHOCT BUDK MO-JOY. ==

JTumueeu npenapamu.
Hma crobuieHns 3a 06paTHMO MOBHILEHHE HA CEPYMBHTE THTHERH KOHLICHTPALHH H
(TexKa HeBPOTOKCHYHOCT) MPH eAHOBpeMeHHO npunoxkenne ¢ ACE uaxuburopn. K
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[DEPHHIOIIPUA H IUTHERH Mpenaparh He ce Ipenopbiea. AKO KOMOHHAUMATE € JOKA3aHO HeoOXonHMa ce
NpenophYBa BHHMATeNeH KOHTPO Ha cepyMHUs nuTuit (B3, Touka 4.4).

Eonospemenna ynompea, uzucksauya cneyuanio GHUMAanue ;

Ilpomusoouabemnu cpedcmaa (UHCYIUH, ODQTHYU XUNOZTUKEMUNHU A2EHMU):

EnnpeMuonorauHuTe NpoyYBaHHA NpeanonaraT, 4e eJHOBpeMeHHOTO npuioxkeHne Ha ACE- mHXHOHTOpH 1
TIPOTHROAHAOETHH MEIMKAMEHTH (HHCYJIMH, OPajHH XMIIOTTIHKEMHYHH BEILECTBA) MOKE J1a HOBEIE A0
3aCHIIEH epeKT Ha HaManABaHe HA KPHBHATA 3aXap C PHCK OT XHNOTTTHKeMHA. ToBa SBNeHAE U3TEKIA € No-
BEPOATHO JIa BE3HHKHE [1PE3 IHPBHTE CEAMULM HA KOMOMHHPAHOTO JieUeHHE H NPH NAlHEHTH ¢ 6u0peuna
HEAOCTATHUHOCT.

Kamdi-necexpanssawygu ouypemuyu:

IMauwenTrTe, NpyeMally JUYpeTHLH, H ocofeHO OHe3H ¢be 3aryba Ha ofeM HW/WIK conM MoraT Aa
[OYYECTBAT NPEKOMEPHO NOHKHKABAHE HA KPBBHOTO HAIAraHe clien 3anousaHe Ha hedenue ¢ ACE-
HHxubuTOp. BR3MOXKHOCTTA 38 XHITOTOHHYHH edeKTH MOXKe 1a ce HaMAanu 4pe3 CIHpaHe Ha JHYPETHKA WK
Yypes yBelH4aBaHe HA 0OEMa KITH NIPHEMa Ha CONH NPeIH HAYaNloTo Ha JeueHHe ¢ HHCKA | NOCTENeHHO
HapacTBall# A03H NEPHHIOTIPUIL.

IIpu apmepuanna xunepmonys, KOTaTo NPeIHIIHO JeUeHHe ¢ IHYPETHK MOMKE Jia € TIPHYHHIIO 3ary0a Ha
conu/obeM, TpAGBa HIH npeaH 3anousadeTo Ha ACE- uuxuburop na ce cnpe AHYPETHKET {B TAKBLE Caydail
BMIOCTICICTBHE MOKe NIOBTOPHO J1a C& BhBeJe KalHil-HechXpansBall AUYpeTHK), WK npHemMsT Ha ACE
HHXHOHTOP Ja ce 3aMno4He ¢ HUCKa J03a H NPOrpecHBHO Aa HApacTRa.

IIpu xonzecmusrna copoeyHa HeOOCMAMBYHOCM, NeKyeana ¢ ouypemux, TpHeMbT Ha ACE- uuxubutop
TpAOBa [a 3aN04YHE ¢ MHOTO HHCKa 034, TI0 BE3MOXKHOCT CJIe]l HaMaliaBaHe Ha J03aTa Ha CEbP3aHHA KaHii-
HEChXPaHABALL, JUYPETHK.

BbB Btk cimyvan Tpadea na ce Habmonaea 6b0peunaTa GyHKIHA (HHBATA Ha KPEaTHHHH) TPe3 ITbPBHTE
HAKONKO cenMHUIH Ha neverneTo ¢ ACE- HHXuOuTOp.

Kamai-coxpannsaupy ouypemuiyu (enepeHoy, CRUPOHOIAKINON):

C ennepeHOH WIM CIIHPOHONAKTOH B HHCKH 103H OT 12,5 5o 50 mg Ha nen u ¢ ACE- uexubutopu B HHCKH
AO3U:

Ilpn nevenue Ha cepaeuHa HegocTaThuHOCT OT KiIac [[-IV (NYHA) ¢ ¢pakums Ha nzmnackeaHe < 40% u
npexuuHo neverre ¢ ACE- HHXHOHTOPH M OPMMKOBH AMYPETHLIH CBINECTBYBA PHCK OT TIOTEHLHANHO
paTanHa xunepkanHeMHs, ocobeHO MPH HECTIA3BAHE HA NPEANMMCAHHTE NIPEMOPBKH 33 Ta3H KOMOMHAIMSL.
Tpenn ga 3anouHere KOMOHHMPAHOTO JIEUEHHE, TIPOBEPETE OTCHCTBHETO HA XHIMEPKATTHEMUS 1 HAPYLUEHA
Op0peduHa QyHKLmA.

Ipenopbuba ce HenocpeacTeeHo HAOMOACHHE 38 KaJTHEMUS W KPEaTHHHHEMHS €KECEeIMUYHO Npe3 MbPBHA
MECEI] OT JIEYEHHETO H €/KEMECEYHO BIIOCIIEACTBHE.

Payexadompun:

HzeecTHO €, we ACE nHxWOuTOpHTE (HATp. TEPHHIOIIPIIT) NMpeAU3BUKBAT aHrnoeaem. To3sn pHCK MosKe Na ce
YBENHYH, KOTAaTO C& M3MNO0JN3EaT ¢AHOBPEMEHHO ¢ PaLiEKaJoTPHII {JIeKapcTBO, HAMOM3BAHO CPElly OCTpa
JAUAPHAA).

mTOR unxubumopu: (Hanp. CUPOIUMYC, e8EPOAUMYC, MEMCUPORUMYC):
TTpH MaLMeHTH, NPOBEXKAALIH €AHOBpeMeHHO Jiedenne ¢ mTOR HHXHOHTOPH MOXE 13 MMa NOBHILIEH PHCK
OT aHTHOEeAEM (BAK.TOUKA 4.4)

Heemepouonu npomusoss3narumennu aexapcmeenu npooykmu (HCIIBC) exmouwumenno acnupun 2 3 g/den:

Koraro ACE HHXHOHTOPH ce NPHEMAT eHOBPEMEHHO C HECTEPOH/IHH TIPOTHEOBB3MATHTE/IHY JIEKAPCTBEHH

ynorpeba na ACE mmxubuwropn u HCIIBC moke aa moeese A0 TOBHILGH
Onbpeunara ysxums, BITIOYMTENHO BBIMOXKHA ocTpa OBOpeuHa HemoCTaTh
CepyMHHS Kanuii, ocofeHo NpH MAIMEHTH ¢ JOWA NpeamecTBama GuGpeuna
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TpabBa Ja Ce NpAIIara ¢ MOBHLIEHO BHHMAHHE, 0co0EHO MpH xopa B cTapuecka se3pact. [TauuenTure TpaGea
na GBAAT NOCTATHYHO XHAPATHPaHH K TPAGBa na ce MpeJBKHAH KOHTpOIHpaHe Ha OBOpeunara pyHKIMA cnex
3a1109BaHe Ha KOMOMHHPAHO NeYeHHE, W NIEPHOIMYHO CJie] TOBA.

Ednospemenna ynompeba, KOAMO USUCKEA GHUMEHUE!

I nunmunu (RURG2AUNTAUR, CAKCA2AUNINUH, CUMQZAUNTUN, GUIOQZAUNINUN).
Toruien pyck OT aHTHOEIEM NOpaaH 0TCAA0EHOTO OT [VIMIITHHA AeHCTBHE Ha OUNENTHIHN NenTuaala IV
(DPP-IV) npn nauueHTH, eAHOBpeMeHHO NekysaHd ¢ ACE- HHxubuTop.

Cumnamuxomumemuyy:

CHMNaTHKOMHMETHLIMTE MOTAT Ja HAMAJIAT aHTHXMIEPTeH3IHBHUTE edekT Ha ACE WHXMGHTOpHTE.
Ipenapamu ceowporcauu 3amo.

HurpuTonnnn peakuys (CHMITOMATHKATa BKIIOYBA 3aUepBABAHE Ha JIHIIETO, rafeHe, NOBPBLIAHE U

XHIOTOHKA) c€ ¢1oOIaBaT PAAKO NpH NALHEHTH Ha JIEYEHHE ¢ HHACKUMOHHH MPelapaTi ChIbPKAIUH 31aT0
(natpues aypoTromaiar) H eqHoepeMmeHHA ACE HHXuGUTOPHA Tepanus, BKIIOUHTEHO ¢ NEPHHICTIPUIL.

Cevp3anu ¢ aMaoounun

Ednospemenna ynompeba, Koamo He ce nperopoyea :

Hdanrponen (nH¢y3un): I1pn xHBoTHH Ca HabmoOAABAHA NeTATHO KaMEPHO MBKIEHE H ChpAEUHO-CLAOB
KOJalie B KOMOHHALHA C XUEpKalHeMHMs clie]] MPHEMAHETO HA BepanaMiJl H HHTPABEHO3HO JAHTPONEH.
[Topanu pucK OT XUNEpKANMEMHs, ce TIPENOPBUYBA Aa ce N3DATBA EHOBPEMEHHOTO TIPHIIONKEHHE ©
AHTArOHKHCTH HA KAJIIMCBHTE KaHAMH KAaTO aMJIOAHIIHH TIpH MNALlHEHTH, Mpeapas3noIdsKeHH KBM MaJIHIHEHA
XHIIepTePMHS M TIPH OB/lafsBaHe Ha MAlIMIHeHa XUNepTepMHs.

Ednoepemenna yrompeba usucxeama CHeYUAAHO SHUMAHUE *

CYP3A4 unpykropu: Ilpu enHoBpeMeHHO npunarade Ha no3HatH CYP3A4 uHayxTopH, niasMeHaTa
KOHIIGHTpAIIH Ha aMJIOJHITHH MOke J1a Bapupa. [Topaau ToBa, KPBEHOTO HaAraHe TPAORA [a ce pociesiAna
H na ce OBMHCITH IPOMsAHA Ha JI03aTa KaKTo MO BpeMe, TaKa H el AHORPEMEHHO TIeYeHHE 0COGEHO Che
cunau CYP3A4 punaykropr (Hanp. pudaMimHIMH, XKBIT KaHTapHOH).

CYP3A4 paxubutop (MpoTeasHu HHXUOUTOPH, a30/1HH MPOTHBOT'BGHYHM CPEACTEA, MAKPONH/H, KaTo
E€PHTPOMHLNH WIH KIADHTPOMHLIH, BEPATIAMIN HITH JIITHA3EM ), MOXKE Ja JIOBeE KO 3HAUYHMO
YBEJHYABAHE HA EKCMIOZHLIMATA Ha aMAOANTTHH. KNIMHHYHATA 3HAYMMOCT Ha Te3H (apMaKOKHHETUMHH
BAPHAIIHH MOXE /I € N0-H3pa3eHa NPH Xopa B cTapyecka BB3pacT. Toea MOXKE /1a HANOXKH KITHHHYHO
NPOCNEAABAHE K KOPEKIMS Ha A03aTa.

CriecTBYRA IOBHUIEH PHCK OT XMIOTOHHA MPH NALHMEHTH, NPHEMAIH €THOBPEMEHHO KAaPHTOMHLIMH C
amnoaunH. [Ipenopbysa ce BHUMATEAHO MpocneAsBaHe Ha NALHEHTHTE, KOraTo aMIOAWITHH Ce npHeMa
€IHOBPEMEHHO ¢ KIapHTPOMHUHH.

Eonoepemenna ynompeba, xoamo mpabea 0a ce uma npedsuo .

EdexTiTe HAa NOHIDKaBaHE HA APTEPHANHOTO HAIATAHE HA aMJIOJIMITHH CE HAC/IArBAT KbM NOHHWKABALLIUTE
KPBBHOTO Ha/lAraHe epeKTH Ha ApYry NeKapcTBeHH CPelcTBa ¢ aHTHXHNePTeH3MBHH CBOHCTBA.

Taxpoaumyc: g
ChbluecTByBa puck OT MOBHIIABaHE HA HUBATA Ha TAKPOIMMYC B KPBBTA, KOTATO C& NPUEHME

aMnoaMnuH. 3a na ce H3berde TOKCHYHOCTTA HA TAKPOJIMMYC, MPHeMa Ha aMIIOIMIIHE ﬁf\
Ce JIEKYBAT C TAKPOJIMMYC, H3UCKBA MPOC/ICIABAHE HA HUBATA HA TAKPOIMMYC B KPHB
J103aTa, KOTaTo TOBA Ce Hajara.
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Mexanuszom yen na panavuyun (mTOR} unxubumopu:

mTOR UHXHORTOPH KaTO CHPOAHMYC, TEMCHPOIUMYC B eBeposiaMyc ca CYP3A cybcTpaTH. AMIIOJHIIHNH €
cnab CYP3A nxu6utop. I1pH ennospeMenHa ynorpeba Ha mTOR nHxuGUTOPH, aMIOAHITHH MOXKE 1ia
noBMIIM ekcro3uiuaTa Ha mTOR uHxuOHTOpHTE.

Huxnocnopun:

He ca mpoBexaaHH NpoyyYBaHHA 3a JEKAPCTBEHH B3aUMOISHCTBHA C HKJIOCTIOPHH K AMITORHITHH IIpH
3MpaEH AOOPOBOIILM WM APYTH MOMYJIALMH ¢ H3KIIOYEHHE NIPH MAWeHTH ¢ GB0pedHa TpaHILUTAHTaLHs, IpH
KOHTO ¢a HalMogasaHy MOBAIIEHH NIPOMEHH B KOHLIEHTPALHUTE Ha IEKIocnOpHH (cpeano 0% - 40%).
Tpabpa na ce obcHrau npocneAsBaHe HA HHBATA HA LWHKIOCTIOPHH NpPH MalKedTH ¢ Ou0pedna
TpaHCIUTAHTALIMA, KOHTO [IPHEMAT aMIIONHIIHH, H 03aTa Ha UMKIOCNOPHH Aa Ce HaManH np# HeoOXoquMocCT.

Cumsacmamun:

EnxoBpeMeHHHAT IpHeM Ha HAKOIKO 403H oT 10 mg amnoaumns ¢ 80 mg cuMBacTaTHH e noBen a0 77%
TIOBHLIABAHE HA eKCMO3HLMATA HA CHMBACTATHH B CPaBHEHHE CaMO CbC cMMBacTaTuH. [Ipu naunenTy,
[pHEMallH AMIOANIHH, OTPaHHYETE 1034Ta Ha CHMBACTaTHH Ha 20 mg nHeBHO.

Hpyeu kombunayuy

TIpH KIMHHYHA IPOYYBaHHA 38 B3AHMONCHCTBHS AMJIOJHMITHH HE MOBIMABA (apMaKOKMHETHKATA Ha
aTOpBACTATHH, JUTOKCHH, BapdapHH.

VYnorpebara Ha aMNORHIHH ¢ TPelNdPYT Wik COK OT rpeiindpyT He ce npenopLyBa, Thil KATO NPH HAKOH
NauMeHTH OHOHAIHYHOCTTA MOXKeE J1a Ce MOBHILIH M TORA JIa IOBEIE 0 3aCMIBAHE HA AHTHXHNEPTEH3HBHHTE
edexTH.

Ceavpzanu c Hpecmapuym-Ko:

Eonospemenna ynompeba, xoamo u3uckea cCneuuanrio HUMAanHUe ;
Bbaxioden:

Veenuuen anTuxuneprensueeH edekT. KOHTpON Ha KPBBHOTO HAMaHe H KOPEKLMA Ha
aHTHXHIEPTEH3HBHATA [103a, aKo € HeobxoauMo,

Lonospemenna ynompeba, xoamo mpabea da ce uma npedeud:

- AHTHXHNEPTEH3HBHH cpe/IcTBa (Hanp. 6eTa-010KepH) H Baz0IIaTATOPH
EnHoBpeMeHHaTa ynoTpeda Ha Te3H CPeACTBa MOXKE [a 3aCHIH XHIIOTEH3HBHUTE epeKTH Ha
TIEPHEAONPHI W aMIOAHNHH. EnHOBpeMeHHaTa ynoTpeba ¢ HHTpOrNMLUEepHH M APYTH HHTPATH HITH ApYTH
Ba30JWIATATOPH MOKE AOIMBITHHTENHO 12 MOHIDKH KPLEHOTO HAMIATAHE H CIEJ0BATETHO H3UCKBa
NOBHILEHO BHHMAHHE,

- KoprHKocTEpOHIH, TETPaKko3aKTH | HAMalleHHe HA aHTHXHNEPTeH3HBHAA edeKT (3a1pEKKa HAa COITH H
TEYHOCTH ABJDKALIA €€ HA KOPTHKOCTEPOUAUTE).

- Anda-6aokepuTte (pazo3uH, anhy303HH, JOKCA303MH, TAMYIO3HH, TEPA30INUH): YBEIHYEH
AHTHXUIEPTEH3UBEH eeKT H TIOBHIICH PHCK OT OPTOCTATHYHA XHIIOTOHMA.

- AMutOCTHH: MOYKe Aa 3aCHITH aHTHXHIePTeH3HBHMSA edexT HA aMJIOOHNUH,

- TpHIMKIMYHY aHTHACTIPECAHTH/AHTHIICHXOTHYHH CPSACTBA/aHECTETHLIN: YBEIIHYEH AHTHXHICPTEH3HBEH
eeKT H YBeJIUYEeH PHCK OT OPTOCTATHYHA XHIOTOHHA.

4.6 @epTHAATpET, GPeMEHHOCT B KEPMeRe

Tpeneun edekTHTE HA BECAKO €JHO OT AKTHEHUTE BELIECTBA B TO3M KOMOHHHpAH Jieka
OpeMeHHOCTTa H KbpPMEHETO:

IMpectapuym-Ko He ce npernopbyba Mpes NbpBHA TPUMECTHP Ha OpemenHoctra. I1
NPOTHBONIOKA3AH ITPe3 BTOPHA H TPETHA TPHMECTHP Ha OpeMeHHOCTTa.
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IIpecrapuym-Ko He ce npenoprupa B epuona va KbpMmene. Tpabpa na ce npeuend Aanu Ja ce MPEKpaTH
KBEpMeHeTo Wil Ipectapuym-Ko, peasn sHaYeHHeTO HA TOBA NEYEHHE 3a MaifKaTa.

bpemennocm.
CRbp3aHH ¢ IEPHHAONIPHIT

Ynorpebara Ha ACE HHxuOMTOpH He Cce mpenopr4Ba npe3 MbpPBHA TPUMECTHP 0T OpeMeHHOCTTa (BXK. To4Ka
4.4). Ynorpebara Ha ACE HHXHOHTOPH € MPOTHBONOKA3aHA TIPe3 BTOPUA H TPETHA TPUMECTEP OT
6peMenHocTTa (BK. Touka 4.3 H 4.4).

EnxaeMHOTOrMYHATE JaHHH OTHOCHO TepatoreHHHs pHck ciell ACE MHXHOHTOpHA eKCIIO3HIHA Npes
OBPBHA TPHMECTEP Ha OpeMeHHOCTTa He ca yOeauTenHu. Bee nak, He MOKe [a ce H3KIMIOUH JIEKO
YBEJIHUaBaHe Ha pHcKa. OCBEH KOraro NpoJk/DKaBaHeTo Ha JedeHHeTo ¢ ACE uHxHGHTOpDH 110 BpeMe Ha
OpeMeHHOCTTA Ce CUMTA 2a KpaliHo HeOBXOAMMO, IPH NANMEHTH, IWaHMpaiy sabpeMenssate, To TpabBa Aa
CE€ CMEHH ¢ AITEPHATHEHA aHTHXHNEPTEH3HRHA TEPAIINs, KOATO HMa [oKa3aHo OesonaceH npodun na
ynotpeba npn Opemennoct. [Ipn ycranosseane Ha OpemenHocT, tedenuero ¢ ACE umxufuropu Tpabea na
ce cnpe He3abaBHO U ako € HeOOX0MMO 13 Ce 3an0YHE ANTEPHATHBHA TEPATIHIL.

3a excnospiTa Ha ACE HHXHOHTOPHA TepanMa npes BTOPHs ¥ TPETHA TPHMECTBP Ha OpeMEeHHOCTTA €
W3BECTHO, “€ NPEAH3BHKBA PETOTOKCHUHH epekTH Npu YoBeKka (moHIbkeHa OBOpedHa GyHKINA,
ONMIOXUIPaMHHOH, 2abargHe Ha uepenHaTa OCHPHKALKWA) H HEOHATANHA TOKCHYHOCT (OE0peuna
HEJOCTATEMHOCT, XUNIOTOHHS, XHIIEPKANTHEMHA ) {BXK. TOUKA 5.3).

B cny4ait Ha ACE HHxHOHTOpHA €KCIIOIMIMA OT BTOPMA TPHMECTEP Ha OPEMEHHOCTTA Ce TIPENophUuBa
YATPa3BYKOBO M3cJieaABaHe Ha Ox6peyHara GyHKIMA U Hepena.

BebGera, unato Maliki ca npreMani ACE waxHOuTOpH TpaGBa na ObpaT HaOMEONaBaH BHAMATENHO 32
XHMOTOHHAA (BA. Touka 4.3 1 4.4).

CrEp3aHH ¢ aMNOIHNNH

be3onacHOCTTa Ha AMJIOJHITHH 110 BpeMe Ha GpeMeHHOCT IPH Xopa He € yeTaHOBeHa.

B npoyusasid ¢ :KUEOTHY € Ha0MONagaua PENpOAYKTHEHA TOKCHIHOCT NPH BUCOKM 1034 {BXK. Touka 5.3).
Vnotpeba 110 Bpeme Ha OpeMEHHOCT ce MpENoppuBa CaMO KOTaTo HaMa no-0e3onacka aTTepHaTHBA M KOTaTo
HonecTTa ¢caMa no cefe cH HOCH No-rojsaM PHCK 3a MaHKaTa K mwnoAaa.

Kvpmene;
CrEpIaNA ¢ NePHHACHPU

IMopanu nunca Ha HANKHYHA HHGOPMALIHA OTHOCHO YNoTpebara Ha MEPUHAONPUN B NIEPUOAA HA KbpMEHE,
NEePHHACTIPIUT HE C€ NPENOPHYBA H PEMUHABAHETO KbM AITEPHATHBHA TEPArTHs, KOATO € ¢ no-fodLp
YCTaHOBeH NMpogui Ha Ge30nacHOCT B NEpHOAa HA KbPMEHE € 3a NPEANOYUTaHe, 0CO0EHO KOraTo ¢e OTHacA
3a KEPMEHE Ha HOBOPOAEHO HITH Ha MpeXAeBpPEMEHHO poaeHo Gebe.

CBbpRaHHd ¢ AMIOINHITHE

AMIOZUITAH e eKCKPETHpA B KbpMaTa. [IensT Ha MaiauuaTa n103a, NPHeT OT HOBOPOAGHOTO, € O1Il olieHeH B
HHTEPKBAapTHIIEH AUana3oH oT 3 - 7%, ¢ MakcHMaHa croiHocT ot 15%. EdekTa Ha aMJIOAMITHH BEPXY
HOBOPOAEHHTE He e u3BecTeH. Pelenue, 1aii 1a ce NPOABDKW/NPEKBLCHEe KBPMEHETO HiH Aa ce
IPOLB/DKH/TIPEKBECHE TEPAIHATa ¢ AMJIOAHTHH, TPA0Ba 1a ce B3eMe KAaTO ¢€ WMA MPeNBH [ON3aTa OT
KBPMEHETO Ha JIeTeTO H NoJIzaTa OT TepanyaTa ¢ aMIoJunMH 3a Malkara.

DPepmunumem.

CrEp3aHo ¢ IEPHHROOpPKN:
Hama edext BLpxy penponykTHBHATA QyHKIMA WA QepramnTera.

CRBp3aHo ¢ aMIONHITHH;
Cnobmaga ce 2a ofpaTuMu GHOXMMHYHH [IPOMEHH B [JIABHYKHTE Ha CIIEPMATO30

MALMEHTH, JIEKYRAHH C KaJIlHeBH aHTAroHucTy. KIHHHYHHTE faHBM ca HeAOCTATEYRE
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NOTEHLHAIHHA e(heKT Ha aMIIOJMIIHH BBpXY (epTHAHTeTa. B €aHO NpoyuBaHe ¢ IIBXOBE €8 OTKPUTH
HexXenaH eeKTH BhPXY MBKKHA (pepTHIIATeT (BK. TOuKa 5.3).

4.7 EdexTn BEpxy cnocobHocTTa 32 modHupane B pabora ¢ MamHAY

Hama npoyusanng 3a edexrure Ha [Ipectapuym-Ko 8Bpxy cnocobHOCTTa 3a iotHpane H pafoTa ¢ MalllHHH.
AMNOAUNMH MOXKE Ja NOBMIAE B c1aba A0 yMepeHa CTeneH crnocobHOCTTa 3a ogHpaHe H pabora ©
MallHHH. AKO AMEHTHTE, IPHEMAIIH aMIIOAHITHH, IOTy4aT 3aMaiiBaHe, r1apobonHe, yMOpa uaH racHe,
¢nocobHOCTTa WM Ja pearupat Moxke 1a 6bje HapymeHa. [IpenopbuBa ce nopUINeHo BHHMalue, 0c00eHO B

HAYATOTO HA JICUCHHETO.

4.8 Hewxenann NeKapCTBEHH peaKnad

a. O6o6weH npodu1 Ha GezonacHoCT
Haii-yecto crobLIaBaHHTE HeXKeNaHH JICKAPCTBEHH PEaKIHHK ¢ MEpPHHACIPHII H AMJIOAMITHH, JaBaHH
NOOTIEIHO, Ca: €1eM, CBHITHBOCT, 3aMakBaHe, raBobomHe (ocobeHo B HAYAIOTO Ha JICYCHHETO), AHCTEY3HA,
NapecTe3dH, 3PATEITHH HapyIICHHA (BIIFOYHTERHO THIUIONNS ), THHHTYC (IIyM B YIIHTE), CBETOBLPTEXK,
cBpliebueHe, 3a4epBaBaHe, XANOTOHHA (H edeKTHTE, CBBP3aHH C XHIOTOHHUATA), TUCTIHESA, KALTHLA,
xopeMHa Oonka, rafieHe, OBPBIIAHES, AUCHENCHS, TPOMAHA B HABHUMTE HA AedeKalps, AHapH1,
KOHCTUMAUMA, NPYPHUT, 00puB, EK3aHTEMA, NONYBAHE Ha CTaBHTE (NOXyBaHe HA TME3CHHTE), MyCKYJIHH

CllazMH, yMOpa, acTCHHs.

6. Cnuchbk B TabNHYEH BHI HA HEXKENAHHTE JICKAPCTBEHH PEAKLIHH:
Cnepnnvre HexxenaHWTe IEKAPCTBEHH PEaKIIHH ¢a HaOMOAABaHH MO BpeMe Ha KITHHMYHUTE NIPOYUBAHHA
W/HITH DOCT-MApKETHHTOBATA YNOTpe0a ¢ EPHHAONPHI HITH AMJIOJAMITHH, IPHEMAHH TIOOTAEITHO, H Ca
CTETIeHYBAHH CHITIACHO CHCTEMO-OpraHHaTa knacHukauus no MedDRA Gasa maHHH W crIOpe] YecToTaTa

HM:

MHoro yecty (>1/10) ; uectu (>1/100, <1/10) ; Hewectr (>1/1000, < 1/100) ; peaxu (>1/10 000, <1/1000) ;

MHoro peakH (<1/10 000), Heu3pecTHO (OT HAIMYHHTE NaHHH He MOXKe Ja O'bIe HANpaBEeHA OLIEHKA).

MedDRA HexeJ1aHH peakunn YectoTa
CucTeMo-oprauss AMJI0AROHH Hepungonpnn
KJIacoBe
Nndexnud 0 Puunt Heuectn Muoro pepku
HEQecTANIRE
Hapymesus na Eosunoduius - Heuectu®

KPBEBOHOCHATA H
JamdHaTa cHCTEMH

JlepkoneHHA/HeyTPONICHHA (BK. TOUKA
4.4)

Muoro penxu

Msmuoro peaku

ArpaHymouuTo3a WIH NaHLHTONCHHA - MHoro peaks
(Bx. Touka 4.4)
TpombGoumronenus {Bx. Touxa 4.4) MHuoro peaku MHOTO peakd
Ensumuo ofycnopena XeMonMTHYHA - Muoro peaku
aHeMHs DPH MALKEeHTH ¢ BpolIeH
eyt Ha G-6PDH (Bk. TOUKa 4.4)
Hapymenns 53 CapbXUyBCTBHTEIHOCT Muoro peaku Heuectu
HMYHHATA CHCTEMA
Hapymenun Ha Xunorapkemus (B:x.1. 4.4 u 4.5) - Heuectu*
meTabonn3Ma u Xunepkanuemus, obpatnma cien - HeuecTtu*
XpaHeHeTo NpeKpaTaBaHe Ha neveHHeTo (BK.1.4.4) _
XurnoHaTpHEMHS - -~ Hegecru*
Xunepriankemus Muoro peaky/ kb T N
IlcHXHuYRA HapymeHHsS | BeichHue Heuectr// 81/ <275 N\ &

[1pomeHH B HaCTPOEHHETO
(BKIIIOYHTETHO TPEBOKHOCT)
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erpecHs HeuectH -
Hapywenus Ha cbHA - Heuectu
Hapymenuna Ha HepBHAT2 | CHHIHBOCT {0c00SHO B HAYANOTO Ha Yectu Heuectn*
CHCcTEMA JIEUSHHETO)
3amaiirare (0co0eHO B HA4AIOTO HA YecTH Yecru
JIEYEHHETO)
I'naBoGome (ocobeno B HAUANIOTO HA YectH YecTH
JICUEHHETO)
Jucreyzus Heuectn HecTH
TpeMop Heuectn -
Xunoecreauu Heuectn -
[lapecteann Heuectn YectH
Cunkon Heuectn Heuectu*
Crperoanuie Ha 0OBPKAHOCT Peaku Mmoro peakn
Xunepronyc MHoTO penkn -
Ileprdepna nesponarus MHoro penku -
MO3BYHOCHIOBH HHIIMAEHTH, BEPOATHO - MHoro peaxu
BTOPHYHH, B C/ICICTBHE HA NpeKaeHa
XHTIOTOHMSA NPH BECOKOPHCKOBH
TALHECHTH (BXK.T. 4.4)
ExcrpanupaMHiHN HAPYILEHHA C HenzpecTHa -
{excTpanHpaMHIEH CHHIPOM) YecToTa
Hapymenus Ha o9HTe 3putenun uHapymeHus Hectn HecTn
Jnamnonus YecTH -
HapymeHad A YX0TO ¥ Ilym & ymure Heuect Yectn
JADHPHATA
Bepturo - YecTH
CrpiaedHHd HapymmeHHR LlannuranHE Yectn Heuectn*
Taxuxapaus - HeuecTn*
Crenokapans (BK.T.4.4) - MHuoro penku
Muokapnen uHQapKT, BEpPOATHO MHoro peaku MHOTO penkH
BC/IeJICTBHE HA IIPEKOMEPHA XHIIOTOHMS
TPH BHCOKOPHCKOBH MAITHEHTH (BXK.
TOuKa 4.4)
AputMmus (BKTIIOUHTENHO OpaqHKapans, Heuectn Muoro penxH
KaMepHa TaxXWKapAHA H IPeRCHPAHO
MEXKACHE)
®enomen Ha Peiing - C nemmpecTHA
4ecTOTa
CbaoBR HapyIIeHHN 3auepraBaHe Yectn -
XunotoHus (M eheKTH CBBP3aHH © Heuectn Yectn
XHITOTOHMSA)
Backynur MHoro pefku Heuect*
PeconpaTopns, rpbind B | JlucnHes Yectn YecTH
MeNMACTHHAJHHA Kamnua Heyectn YectH
HApYIIeHns: BpoHxocnasem - HevectH
EosuHo(dunHa NTHEBMOHKA - MHoro peaku
CromMamRo-1Upesnn I'MHraBanHa XHATEPILIAZHA Mauoro peaxH -
HAPYIDCHHS Kopemna Gonka YecTH Yecti
Tagene Yecrn HecTH
[oBpbUIAHe Heuectu .t —~UectH
JIHcnencus
Hapywena gedexaius
Cyxora B ycTara
Hnapus,
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KoucTunanus Yectn YecT
TlankpeaTnt Mmuoro peaku MHoro peakH
[acTpuT MHoro penku -
XenaTo-0nTHADHH XemarTur, KLJITeHHLA Muoro pepku -
HAPYHICHHS Xenatur, DUTOCTATHYEH I - Mpnoro peaku
xonectatHieH {Bx. Touka 4.4)
ITosrinapane Ha 9epHOOPOOHITE MHoro penku -
CH3MMH (HAH-4ECTO CREP3aHM ¢
XoJecTasa)
Hapymenns Ha xkoxara B | Orok Ha Quincke MHoro penxu -
MOJKOKHATA ThKAH AHTHOHEBPOTHYEH OTOK Ha JIHLIETO, Mhoro pentku Hevwectn
KpaHHHLMTE, YCTHHTE, THTABHLIATE,
€3HKa, [NIOTHCA WHITH JIapHHKCca (BiK.
T04Ka 4.4)
MyntHhopMeH epHTeM MHoro penku MHOro pefiku
AJnonieuHs HeuectH -
Ilyprypa Heuectn -
IIpoMeH# B 1BETa HA KOXKATA Hewectn -
XHrepxuaposa Heuectn Heuyecru
IIpypuryc Heuecta Yectn
(Q6puE, ek3aHTEMA HeuectH Yectn
Vprakapus (Bxk.1.4.4) Heuectn Heuect
Peaxupn Ha QOTOTYBCTEHTENHOCT MHoro penxH Heuectu*
Iemdurong, - Heuectn*
BnowaeaHe Ha NICOpHAa3HC - Peaxn
Cungpom Ha Stevens-Johnson Muoro peaku -
Excdonnarvueen JepMaTuT MHoro peiku -
Toxcu4vHa enuicpManHa HEKPOITH3a C HensBecTHa -
4yecTora
Hapyuienns Ha 010K Ha craBuTe (MOAYBaHe HA Yectn -
MYCKY.THO-CKEJIeTRATA [JIe3CHa)
CHCTEMA H Aprpanrus Hewectn Heuectu*
CheIHHATEHATA THKaN
Muanrus Heuectu* Heuectu*
MyCKkynmHH cnasMH Yectn Yectu
FBonka B repba Heuectn -
HapymeHna Ha MHUKUHOHHH HapylIeHHs, HUKTYpHA, Heuectn -
OLOpenHTe H NUKOUNHTE | NOJAKHYPHS
OLTHINA BbrOpeuHa HEJOCTATEIHOCT - Heuectn
Octpa 6b0pevHa HENOCTATHYHOCT - MHoOro peaku
Hapymenns Ha Epexrunna aucdyHkumsa Henectn Heuectu
BBL3MPOR3BOHTE/IHATA
CHCTEMA M rhpaaTa I'inekomacThs Heuectn -
OGmH FApYWICHHA H Otok MHoro yecTu -
e(eKTH Ha MACTOTO Ha [epudeped enem - Heuectn*
pRJIOKEHHE YMopa Yectn -
I'pbana Gonka Hevectu P
ACTeHHA Yectn A ot ﬁgm%
Bonka Heuecry” F 0\
(DH3HYECKO Hepa3NONOKeHHE Heuecl & /] . »@deueci¥:
TIupexcus -5 N
Hzcnensanus ToBHIIaBaHE HA TEIECHO TErIIo, 3aryda
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Ha TEJIECHO TerJI0
IloBuinaBaHe Ha ypesiTa B KPbBTa - Heuectu*
IloBMinaBaHe Ha KPEATHHHHA B KPHETA - Heuectu*
IoeHinapane Ha GUITHPYOHHA B KPHBTA - Peakn
[ToBumaeaHe Ha YepHOOPOOHHTE - Pemxu
€H3HMH
IMoHipKaRaHe HA XeMOrnoOHHA H Ha - Mhoro peakn
XEMATOKPHTHTE

Hapanspanus, oTpassaHus Heuectn*

H YCIIOKHEHHA, Ilanane -

BB3HHKHAJIM B PE3Yy/ITAT Ha

HHTEePBEHIIUM

* YecToTa, H34HCIEHa OT KIHHHYHHTE NPOYUBAHHA 32 HEXENTAHK JIEKAPCTBEHH PeakuMH OTGeNA3aHH B
CIIOHTaHHH JOKIIAMH,

CrobmeHH ca cmyvuas Ha CHHAPOM Ha HEMIPABWIHA CEKPelMA Ha aHTHAHypeTH4HMS xopmoH (SIADH) npu
ynorpebara Ha Apyra ACE unxuburopu. SIADH Moxke A3 ce cunTa KaTo MHOTO PAIKO, HO EE3MOXKHO
ycnoxHeH#He, CBBp3aHo ¢ nedeHHe ¢ ACE HHXHOHTOp, BRIHOYHTEHO ¢ NEPHHACTIPHIL.

Crobmasane Ha NOJOIMPAHY HEKENAHH PEAKIMH
CrobiaBaHeTo Ha MONO3MPAHH HEXKENAHM peakiH ciel paspelllaBane 3a ynotpe0a Ha J1€KapCTBEHHS

NPONYKT € BaKHO. ToBa mo3BOJifBa Ja NpOABDKH HaO/MOAEHHETO Ha CHOTHOIICHHMETO MOJI3a/pHCK 3a
JieKapcTBeHuA ApOAYKT. OT MEIHLMHCKHTE CTCLHIACTM Ce W3HCKBAa Ja choOINAaBAT BCAKA MOAO3HpaHa
HexeNlaHa peaKIlHs 4pe3 HalHOHA/IHA CHCTEMa 2a ChobLapaHe:

Buarapus

Hznsnuntenna aresnms o ekapersara (AT
Y. Jdamau Ipyes™ Ne 8

1303, rp. Cogua

Ten.: #3592 8903 417

yebcaiiT; www.bda.bg

4.9 Hpenoznpane
JIuncea wndopManus 3a npegosupane Ha [Tpectapuym-Ko npu xopa.

3a aMyIoqUNMH OOHTHT C YMHIIUIEHO NPeR03HpaHe NIPH X0pa e OTpaHHYeH.

CHMNTOMH: HATHYHHTE JaHHH 1npeaneiarar, 4¢ 3HAYHTCTHOTO Npe03HpaHe 61 Morno Ha aoeese no TeKKa
nepubepna BaIOAWNATALNA U BBIMOXKHO A0 pedekcHa TaxiKapaus. Cho01aBano e 3a H3paseHa U
BEPOATHO NIPOABIDKHTC/IHA CHCTEMHA XHIIOTOHHA A0 TOK, BKIIOYMHTENHO C (llaTaJ'leH HA3XOoA.

JleyeHHe: KIHHHYHO 3HAYHMATA XHIMOTOHHA, ObJ/Kalla ¢ Ha NIpeao3dpane ¢ aMIoaMITiH, H3IHCKBA
npealpHeMane Ha aKTHBHE MCPKH 32 NIOATbPXKane Ha tbyﬁmmme Ha CBPACYHO-CHAOBATE CHCTEMA,
BKIFOUHTENHO YECTO MOHHTOPHPAHE HA CbpJEYHATa H JUXATeNHaTa GYHKIHH, IOBAHTaHe HA KpaliHHLHTE K1
npocicasBase Ha NUPKyaaTopHus 0beM H Adypesata.

BuBerknaHeTo Ha Ba30KOHCTPHKTOP MOMKE Ja OMOTHE 33 Bh3CTAHOBABAHE HA ChAOBHS TOHYC H KPBBHOTO
HajgraHe, IpM YCIIOBHE He HAMA MPOTHRONOKa3aHHA 3a ynorpebata My. MHTpaBeHO3eH KalliHeB NIIOKOHAT
MO3Ke [IA oKake GnaronpuareH edexT 2a Npeoaongeane Ha edekTuTe OT ONOKANATA HA KANIMEBUTE KAHAIN.
B HAKOM crydan MOKeE [a € OT 0J13a CTOMAIIHA MPOMHBKA. IIpHioxeHHeTo Ha aKTHBEH BBIVICH IIPH 3[PaBH
A06poBOILM 10 ABa uaca cnex rnpueM Ha 10 mg aMnofunMH € HaManHIo CTeneHTa Ha aggg_ﬁtma__ila
aAMITQIMIIMH. ;
Tsit KaTO aMITOZMITHH C€ CEBP2BA BBB BHCOK MPOLIEHT ¢ ILTA3MEHHTE NPOTEHHH,
Ja e OT mojza,
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3a MepHHAONPHI HMa OrpaHHueHH AaHHH 32 MpeJosHpaHe fpu xopa. CUMITTOMHTE CBBP3aHHU ¢ Mpefo3HpaHe
Ha ACE HHxHOuTOpH Morar 1a BKIIOYBAT XHITOTOHHA, MPKYJIATOPEeH IIOK, €ICKTPOIIHTHH HapYIleHNH,
OB0peyHa HENOCTATHYHOCT, XHIIEPBEHTIWIALMA, TAXHKAPAHS, DATNHTALHY, OpagHKapaus, 3amaiisane,
Oe3noKolcTBO ¥ KAILIHIA.

[IpenopruBaHOTO NeyeHHe HA MPEJO3HPAHETO € HHTPABSHO3HA HH(Y3HA Ha CTAHAAPTEH (PHIHONOTHYCH
pasteop. I1pH HacTENRaHE Ha XHNOTOHHA MALMEHTET TPAOBa fa 6BAe NOCTABEH B MOIOXKEHAE KAaTO MPH LIOK.
IIpu HanHyHOCT MOXKE Aa ce HMa MPEIBHA H NeueHHe ¢ HHOY3HA Ha aHrHoTeszuH Il u/Hnn HHTpaBeHO3HH
KarexonamuHH. [TepHHAOTIPHN MOXKe Aa OBIE OTCTPAHEH OT CHCTEMHOTO KpreooOpalenne upes
xemoauanusza (Bx. Touka 4.4). IlocTapsHe Ha EIEKTPOKAPAUOCTHMYATOD € MOKA3aHO MPH PE3UCTEHTHA KBM
TepanHa Opasukapaus. HeoGxonMM € HENpeKkbeHAT KOHTPOJ HA KUZHEHHTE MOKA3ATENH, CCPYMHHTE
€JIEKTPOJIHTH H KPEATHHHHA.

5. ®APMAKOJIOTHYHH CBOHCTBA
51 <PapmaxoamHAMHYHM CBOHCTBA
dapmakorepanesrysa rpyna: ACE HHxHOUTOpH H kanunesH aHtaronuctH, ATC xon: CO9BB04

Hepundonpun:
Mexann3sM Ha peicTrHE

Ilepuunonpun € HHXHOHTOP Ha ©H3HWMA, KOHTO KOHBEpPTHPA (TIPEBpblIA) aHTHOTeH3MH | B aHTHOTEH3HH I1
(AnrHoTeH3MH KoHBepTHpau: ensuM, ACE). KoHBepTupammar eHsium, WM KHHA3a, € eK30NeNTHAA3a, KOATO
YIECHABA IPEBPBIIAHETO HA AHTHOTEH3HH | BLB BA30OKOHCTPHKTOpa aHrHOTeH3HH 11 ¥ chineBpeMenHo Boau
J0 pasrpaxJaHe Ha Ba3oAnIaraTopa GpaavkiHMH 10 HeakTHBeH XerrranenTua. Muxnbuumara va ACE
HaMaJifBa [U1a3MEHATa KOHIEHTPALHA Ha aHTHOTeH3HH I, koeTo Boau K0 NOBHIIEHA NIAa3MEHAa PeHHHOBA
aKTHBHOCT (upe3 HHXHOHpaHe Ha OTPHIATENHATa 00paTHa Bpb3Ka HAa PEHHHOBOTO 0cBOOOXKAaBaHE) H
NOHIDKABA ceKpeLnsTa Ha anjaocTepoH. Toit kato ACE unakTHBHpa OpanukuanH, uHXuOHpaHeTo Ha ACE
BOAM M 10 NOBHILEHA AKTHBHOCT Ha MPKYIHPAILATA H JIOKATHA KAIMKpeHH-KHHHHOBH CHCTEMH (T10 TO3H
Ha4MH ¥ 10 aKTHBHPAHE Ha NPOCTArJaHHHOBATA CHCTEMA). BL3MOXKHO e TO3H MEXaHH3EM JIa IOTIpHHACS 3a
XUnoTeHsHBHOTO AelicTBHe HAa ACE WHXHOMTOpHTE H OTHACTH € OTTOBOPEH 32 HAKOH OT TEXHHWTE HEeXKeTaHH
etexTH. (Hanp. KAUUTHLA).

Iepunponpun neficTea upe3 akTHBHHA CH Merabonut nepungonpunar. QctaHanute MeTabONTHTH He
NOKA3BAT in vifro UHXWOUIMA Ha axTuBHOocTTa HAa ACE.

Knunnuua eduracaoet H 6e30nacHoCT
XHnepTonua:

l'Ieannonme € aKTHBEH ITPH BCHYKH CTCTICHH Ha XHNCPTOHHA © JICKA, YMCPCHA, TEXKKA, Haﬁmo,uasa ce
NOHAAKEHHES HA CHCTOJIHOTO H AHACTOTHOTO KPBEHO HAJIATAHE K B XOPH3OHTANHO H B M3NIPABEHO MOJI0XKEHHE.

IMepusaonpun vamansea nepudepHOTO CHAOBC CHIPOTHRNECHHE, KOSTO BOAH A0 NOHHKEHUE HA KPBBHOTO
Hanarade. BenencTene Ha ToBa nepHdepHEAT KPEBROTOK HapacTea Ges edeKT BbpXy ChLpAEMHATa YecToTa.

BL6pevHHAT KPEBOTOK MO NIPABHIIO HAPacTBa, I0KATO roMepyiHara ¢uwrrpanus (GFR) obukHOBEHO He ce
IpOMEHs.

AHTHXHIIEPTEH3HBHOTO ACHCTEHE € MAKCHMATHO MEeXAY 4 B O Yaca clie/ €AHOKpaTHA A03Aa H Tpa¢ NoHe 24
9aca: MHHHMAIHHTE edekT ca okoso 87-100% ot MakcHManHUTE eexTH.

TloHxeHHeTO Ha KPBBHOTO HAJIATaHe HACTBNBA Obp30. [IpH pecnonaepy HOPMANTH3AUKATA CE TIOCTHIA B
paMKHTe Ha eWH Mecell ¥ MpoIbkaBa 0e3 MmogBa Ha TaxHQHIaKcHs.
CnupaHeTo Ha TeUeHHeTO He BOOH 10 pedayHa-edexT.

[NepuHnonpun HaMangaBa JeBoKaMepHaTa xuneprpodus.

Ilpu yoBeKka e MOTBLPACHO, Y€ NEPHHOIPHII NT0Ka3Ba CHAOPa3UIMPABAIIH CBOHC
€1acTHYHOCTTA Ha FOIIEMHTE apTepHH H HAMAJIABa OTHOLICHHETO MM IYMEH H
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CrabuiHa kopoHapHa Bonect Ha CLPOETO:

Ilpoyusanero EUROPA e MHOroLEHTPOBD, MEKAYHAPOAHO, PAHIOMH3HPAHO, ABOHHO-CIANO, I1anebo-
KOHTPOJTHPAHO KIHHHYHO HAMMTBAHE C NMPOTBDKUTENHOCT 4 FONHHH.

O6wpo 12 218 naimedTH Ha BE3pacT HAA | 8 roMHM ca DITH paHIOMH3HPAHH 3 Nonydaear 8 mg
NepHHICTIPHI TepT-0YTHIaMHH (€KBHBICHTHH Ha 10 mg nepungonpun apraauH) (n=6110) 14 nnauebo
(0=6108).

TMpoyueHaTa NOIYJIaLKMA € C JaHHH 32 KOpoHapHa Gonect Ha cepueTo Oe3 JaHHH 38 KIMHHYHH NPOABH Ha
¢epAevHa HeocTaThyHOCT. O01mo 90% ot nanuentHTe ca GiiM ¢ npeauecTBal MMOKapaeH HHGAPKT WK
npemuecTBalna KOpoHapHa peBacKynaphsaiis. [loBeueTo NalHeHTH ca NOLYYHITH HAMHTBAHOTO CPEACTBO
33€IHO ¢ KOHBEHLHOHAHO JIeYeHHe BKIIFOMBAIIO TPOMOOLMTHE HHXHOHTOPH, JTHITHAONOHHXABAIH
cpencTea H Oeta-bnokepH.

OcHoBeH KpHTepHii 3a 6()HKACHOCT € KOMOHHALIMATA OT CHPASYHOCHIOBA CMBPTHOCT, HedaTanes
MHOKap/eH HHpaPKT WHIH ChpAeHEH apecT ¢ YCTienHa pecycurTaims. Jleuenuero ¢ 8 mg nepuaaonpun
TepT-OyTHIAMHH (€KBHBANEHTHH Ha 10 mg mepHHIONPMI APrHHHH) BEAHBK AHEBHO € JOBEJO JI0
curHu¢ukanTHa abCoMoOTHa peIyKUHS Ha TTIaBHHA kpaeH u3xol oT 1.9% (20% peaykuus Ha penaTHBHUSA
puck, 95%Cl [9.4; 28.6] — p<0.001).

ITpu naieHTH ¢ NpeXXHBAH MEOKapAECH HHGAPKT H/HITH PeBACKYNapH3aLHA B CpaBHEHHE ¢ IU1auebo ce
HabmoaaBa abcoMOTHA pedyKiMA Ha TTIaBHNAA Kpaed K3xoZ oT 2.2%, ceoTReTCTRAaUM Ha 22.4% peAyKIMs Ha
penatueHHA puck (95%CI [12.0; 31.6] — p<0.001).

JaHHY OT KIHHWYHHTE NpoyYBaHHA 3a NBOHHATa GI0KaNa Ha CHCTEMaTa peHHH-aHTHOTEHIHH-AII0CTEPOH
{RAAS):

JIBe roneMH paHaOMH3HpaHH KoHTponHpanu npoyvsanis — ONTARGET (ONgoing Telmisartan Alone and
in combination with Ramipril Global Endpoint Trial - Texyuo rnobanso wsnuTeaHe 3a KpaiiHH TOUKH Ha
TEJIMHCAPTAaH, CAMOCTOATENHO H B KoMOuHauma ¢ paMunpun) 1 VA NEPHRON-D (Kn#HH4HO npoyvBaHe
CBBP3aHO ¢ PA3BHTHE Ha HedponaTus npu Auaber, mpoBeneHo 0T MHHHCTEPCTRO MO EBIPOCHTE HA
BETepaHHTe) — NpoyuBar ynorpebara Ha koMbHHauuATa 0T ACE WHXuHOHTOp W aHrHoTeH3HH [I-penenTopen
fiokep.

ONTARGET e npoyusane, npoee/ieHO TPH NALHEHTH C aHAMHE3a 33 CHPASYHO-CHAOBA HIH MO3BYHOCH0BA
Gonecr, WM 3axapeH AuaGeT THN 2, NPHAPYKEHH ¢ JaHHH 38 YBpexXaaHe Ha edekTopHH oprann. VA
NEPHRON-D e npoyusaHe npH MaLHEeHTH ChC 3axapeH auabeT THI 2 1 auabeTHa HedpomaTHA.

Te3u npoyvBaHHA HE MOKA3BAT 3HAYHM 0JaroNMpHATEH €PEKT BBpXY ObOpeUHHTE W/HITH ChpASYHO-CBAORHTE
NOCASIHLH H CMBPTHOCT, KATO CHIEBPEMEHHO ¢a HalJIFONAaBaHH MOBHILEH PHCK OT XUIlepKanHeMMa, OCTPO
yBpekaaHe Ha ObOpelHTe W/HIH XHTIOTOHHA B CpaBHEHHe ¢ MOHOTepanuaTa.Kato ce aMat npensua
CXOHUTE HM (apMaKONHHAMHUHHA CBOHCTBA, TE3H PE3YJITATH ¢a NPUNOKUMH U 3a npyru ACE unxuburopu
M aHTHOTEH3HH 1I-penienTopHH Giiokepu.

ACE uHXHOHTODH K aHrHoTeHsuH [I-peuentopiu 6nokepu cnenosarenno He TpaORa Ja ce U3NoM3BaT
eHOBPEMEHHO NPH NAUHEeHTH ¢ AHabeTHa HedponaTHa.

ALTITUDE (KiHaH4HO poYyYBaHe MPOBeeHO ¢ AIMCKHPEH NPH NALHMEHTH CbC 3aXapeH AuabeT THN 2 ¢
K30N3BaHE Ha CHPACYHO-CBAOBH H O1OpeuHn 3a00niBanig KaTo KpaitHi TOUKH) e NIpoyuBaHe,
[peaAHa3HAYEHO Ja H3CNIEABa M0I3aTa oT Jo0aRAHETO Ha aTHCKHpeH KBM cTaHfapTHa Tepanma ¢ ACE
uHXHOMTOD HITH aHTHOTEeH3WH [[-pelerrTopeH Giokep NpH NAaLKEHTH Che 3aXapeH AHaber THI 2 1 XPOHHUHO
HuOpeuno 3abonsBane, CHPACHHO-CBAOBO 3a00N4BaHe WM 1 ABeTe. [IpoyuBaHeTO € NPeKPaTeHo
TpeKIeBPEMEHHO MOPaIH NMOBHIIEH PUCK OT HeGnaronpHaTHy riocnenHum. Kakro cppaeuHo-cbaoBaTa
CMEBPT, TaKa U MHCYJTET ca TIO-MeCTH B IPyIiaTa Ha alHCKHpPEeH, OTKOITKOTO B IpyTaTa Ha Ianedo, a
TPeACTARIABAIHTE HHTEPEC HEXMENAaHH CHOMTHA H CCPHO3HH HEKENAHHW ChOHTHA (XMNIePKATHEMHA,
XHIIOTOHHA 1 OBOpevHa NTHCYHKLMA) ce CHODIARAT MO-YECTO B MPYNATa Ha ATHCKHPEH, OTKOJIKOTO B
rpynara Ha rnnane6o.

Amaoounun:

MexaHK3EM Ha NelicTBHE

AMIIOAMIMHE € HHXHOUTOP Ha BXOJALIHA KanuHes HOHEH MOTOK OT AHXUAPOTIHPHAH
DaBHETe KaHATH HIIM AHTATOHHCT Ha KanuueBHuTe HOHK) 1 MHXWOHpa TpancmemGpa
KaJILHERH HOHH B CBPICYHATA H ChAOBATa MyCKYJIATYpa.
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MexaHu3MET Ha AHTHXHIEPTEH3MBHOTO ACHCTBHE Ha aMJIOMITHH Ce JBIDKH HA MPAK PEAKCAHTEH e(eKT
BLPXY CBAOBATA [MaJKa MyCKYJIaTypa. TOYHHAT MEXaHH3BM, [I0 KOHTO aMIOoJunuH 00/leKkyaBa aHrHHATA He
€ HalbJIHO H3ACHEH, HO AMIOIHIHH HaMaIABa OOIIHA HCXEMHYEH TOBAp Upe3 CNeNHHTE NBE NeHCTBHA:

- AMJIOJHMUME pa3sLIHpsBa nepudepHUTE apTEpHOIH H Taka HamalaBa o61LoTo nepHdgepHO CHOPOTHBIEHYE
(cneaHaToBapBaHe), cpellly KoeTo paboTh cepuero. Thil KaTo ChpAEYHATA YECTOTA OCTABA HEIIPOMEHEHA,
TOBa OTOpeMeHABaHE HA CHPIETO HAMAIABA MHOKAPHATA KOHCYMAlHA Ha €HEPria U KHCITOPOIHHTE
HYXH.

- Mexaun3aMBT Ha AeiicTBHE Ha aMIOIMNAH BEPOSTHO BIUIOYRA M JMNATALNS HA ITIaBHHTE KOPOHAPHA
APTEPHH M HA KOPOHAPHHTE APTEPHONY B HOPMAITHH H HCXEMUYHU cermedTH, Tash aunataliua noBMmasa
cHabnABaHeTo ¢ KHCIOPOA Ha MHOKapAa MMPH HALMEHTH ChC CIa3bM HA KOPOHADHHTE apTepHH (BapHaHTHA
auruna Ha Prinzmetal).

Knunuuna edukacHocT B Ge3onacHocT

[py mapueHTH ¢ XMIIEPTOHHA €HOKPATHUA JHEBCH NPHEM OCHTYPABA KITMHHYHO CHTHHOMKAHTHA peIyKupns
Ha KPBLBHOTO Ha/IATaHe M B XOPH3OHTAIHO, H B NIPaBO NIONOKEHHe Npes uestka 24-uacos unteppan. [lopagn
0aBHOTO HAYANO HA JeHCTBHETO MY, OCTPATA XHNOTOHKA HE € XapaKTepHa 3a NPWIOKEHNETO HA AMNOAWIHH.

Ilpn nauHeHTH ¢ aHrMHA €TROKPATHOTO AHEBHO MPHIIOKEHHE Ha aMJIOIUITHH yAB/DKaBa 00LIOTO BpeMe Ha
HaTOBapBaHe, BPEMETO JIO MMOABA HA AHTHHA H BpeMeTo 1o 1-mm menpecks Ha ST-cerMeHTa H HaMassBa
€/IHOBpeMeHHO Opos Ha aHPMHOZHHTE TIPUCTEITA # OpoA HA KOHCYMHpaHHTe TableTKH TTHLEPHT TPHHATpAT.

AMIOIHIHH HE CE CBBP3Ba ¢ HeOIAronpuATHH MeTabONTHTHH e()eKTH HIH NPOMEHH B TUIA3MEHHTE JTHITHAHN A
€ OAXO0AA 3a ynoTpeGa TpH MauHeHTH ¢ acTMa, IHaber U nojarpa.

Hayuenmu ¢ ucxemumna 6ogecm na cvpyemo (HEC)

EdexTHBHOCTT2 HA aMNOAMIIAH 33 NPOH/IAKTHKA HA KIHHHYHHA MHUMACHTH [IPY NALMEHTH ¢ HCXEMHYHA
6onect Ha cepueto (HBC) e oneHena B He3aBHCHMO, MHOTOLIGHTPOBO, PAHAOMH3HPAHO, ABOHHO-CIIAMNO,
mane5o-KOHTPOIHpao KMHHHYHO HpoydBaHe npH 1997 mammentu: CpaBHEHHe HA AMIOJUIHH CIIPAMO
€HallanpHII 3a OrpadHYasaHe Ha nogpaTta Ha TpoMbo3a (Comparison of Amlodipine vs Enalapril to Limit
Occurrences of Thrombosis) (CAMELOT). Ot te3u naumenTty, 663 ca nekyeanu ¢ amnoauruse 5-10 mg, 673
NalHedTH Ca JIeKYBaHH ¢ eHananpun 10-20 mg, a 655 nayueHTH ¢a JIeKyBaHH ¢ wiaueto, B JOMRIHEHHE KbM
CTaHJapTHA TEpalud Cb¢ CTATHHHM, OeTa-0NoKepH, AHYPETHLH H ACTIHPHH, B NPOXB/UKEHHE Ha 2 TOXHHH.
OcHoBHUTE pe3yATATYH 32 ePHKaCHOCTTA OT ICUCHHETO ca NpeAcTaseHu B Tabnvua 1. Pesyarature nokazear,
Y€ NeYeHHETO ¢ AMIOHITHH € CBBP3aHO ¢ MO-MANIKO XOCAMTANH3aLHH 33 CTCHOKAPAHA i IPOLERYPH 2a
peBackynapusauss npu nauueHTd ¢ UbC.

Tabauna 1. YecToTa HA 3HAYAMATe KAAHH9eA ¢u0HTHA nps CAMELOT
YegcToTa HA CHPAEMHO-CHAOBNTS CrOWTHA, Opoi AMIOIHIHH cpelry ninanebo
%
Knunnunu AMIIOIHAIVH ITnanebo Enananpun OTtHOCHTENCH P -croifHOCT
cHOMTHA puck {95% JI)
IIsperyHa K a nen
Hexenanu 110 (16,6) 151 (23,1) 136 (20,2) | 0,69 (0,54-0,88) 0,003
ChPAEYHO-
CLIOBH
chOuTHA
OTnenHH KOMIIOHEHTH —
KopoHapHa 78 (11,8) 103 (15,7) 95 (14,1) | 0,73 (0’54-0%64
peBacKynapuia [
Xocnuranusa- 51(7,7) 84 (12,8) 86(12,8) | 0,58 (0,4{(-,’ Yy
149 38 @ | :
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Hedaranen 14 (2,1) 19(2,9) 11(1,6) 0,73 (0,37-1,46) 0,37
MU

HHeynr wnu 6 (0,9 12(1,8) §(1,2) 0,50 (0,19-1,32) 0,15
TUA

CupneuHo- 5(0,8) 2(0,3) 5(0,7) 2,46 (0,48-12,7) 0,27
CEAOBA CMBPT

XocIHTanu3a- 3(0,5 5(0,8) 4(0,6) 0,59 (0,14-2,47) 0,46
wyA 3a 3CH

pexuBsin 0 4(0,6) 1(0,1) NA 0,04
CBHPACYUEH apecT

Horonossuna 5(0,8) 2(0,3) 8(1,2) 2,6 (0,50-13,4) 0,24
ce nepudepHa

cbaoBa Gonect

Cexpamenns: 3CH, sactoiiHa chpaeuna HegocTareuHocT; I, noseputeneH uarepean; M, muokapaex
uHdapkr; THA, TpaH3HTOPHH HCXEMHYHH aTaKH.

Cypoeuna nedocmamsyHocm

XeMoIMHAMKYHHE H3CIEABAHNS ¥ KOHTPOJIHMPAHK KIWHUYHY MPOYYBAHHA ¢ GHIHYESCKO HATORADBAHE NPH
TIALIMEHTH ChC ChpAedHa HepocTaTbyuHoCT Knac II-IV no NYHA noxassar, 4e aMJIOAHNMH HE BOAM 10
KITHHHYHO BIIOILIABAHE, OLICHEHO Ypes TONepaHca KbM (PH3HYECKO HATOBAPBaHe, (PaKLHATA HA H3TIACKBaHe
Ha IABATA KAMepa U KIHHHYHATA CHMITTOMATHKA.

Mnauebo-koHTpONHpaHo Knued4Ho Mpoy4sade (PRISE), mpeaHasHaqyeHo 3a OUEHKA HA MALHEHTH ChC
¢bpaedna HenocTareuHocT wiac [II-IV no NYHA, nonyyasanm aurokcyH, auypetaud ¥ ACE nnxuGutopw,
€ MOKAa3ano, 4y€ aMIIOJHITHH HE BOAH OO NOBHUIABAHE HA PHCKA 3a CMBPTHOCT HITH KOMGHHHPBH& CMLBPTHOCT
¥ 3a00/I¢RaeMOCT NIPH CBPJSYHa HEAOCTATEHROCT.

B npocnenasamo, ALITOCPOUHO, IAaLe00-KOHTpOIMpaHo KIHHHYHO npoyuBate (PRISE-2) ¢ ammonunux
TIPH NALIHEATH CBC ChpAeURa HeqocTaThYHOCT Kiac 1II-IV no NYHA Ge3 WIMHMYHA CHMITTOMM HITH
OOEKTHBHH HAXO/XH 33 BL3MOMKHA WIH HAIMYHA HCXEMHYHA 60TIeCT Ha CEPLETO, HA [IOCTOSHHA TEPaIHA ¢
ACE HHXHOMTOPH, AHIHTANTHC H AHYPETHLH, AMITOAMITHE HAMA edeKT BpXy ofllaTa ChbpAeYHO-CHA0BA
C¢MBPTHOCT. [1pH chlnaTa Nomynanya, NPHIOKEHHETO HA AMITOAMITHH € CBBP3aHO ¢ YBENHWYEeHa YecToTa Ha
crobLieHus 3a GenonpobeH oTok.

IlpoyuBaHe 3a neueHHe 3a npodHNaKTHEA Ha chpaeydeH npucTen (ALLHAT):

PasgoMH2KpaHo ABOHHO-CIANO NpOYyYBaHe 3a 3a0011€BaeMOCT-CMBPTHOCT, HapeueHo Antihypertensive and
Lipid-Lowering Treatment to Prevent Heart Attack Trial (ALLHAT), Gellte mpoBemeHo ¢ Liea CpaBHEHHE

Me Iy N0-HOBH JIEKAPCTBEHH cpeAcTBa: aMnogunyH 2.5-10 mg/aeH (KallHEeB aHTArOHKUCT) WIH TH3HHONPHIL
10-40 mg/nen (ACE waxuGuTOp) KaTo mbpBu n360p U THA3HIHUA AXYPETHK XnopramvaoH 12.5-25 mg/nen
AIpH NeKa 10 YMepeHa XHIIEpTOHHUS.

O61o 33 357 XUIepTOHMIM Ha BB3pacT 55 WK nosede rOAHHH Ca PAHROMH3HPAHH H MPOCAEAEHH 32 CpelcH
cpok oT 4.9 roauny. [lalMenTHTE Ca HMaAK MHHUMYM eMH JOMBIHUTENeH puckoB daxtop 3a KBC,
BEJIFOYHTENTHO NPEXKKBAH MHOKapeH HHPAPKT WIH HHCYAT > 6 Mecera npeIH HabHpaHeTo IWiH
JOKyMEHTanua 3a Apyra atepockneporuuna CCB {obmo 51.5%), auaber THn 2 (36.1%), HDL-C < 35 mg/dL
(11.6%}), neroxaMepHa xunepTpodus ycTaHOBEHA ¢ €/IEKTPOKapAMOIpaMa HiH exokapaHorpagus (20.9%),
TIOTIOHOIyLueHe {21.9%).

I'naBnuaT xpaeH KpuTepuii e komOHHAUMA BoTlovBawa datanva KBC win HedaTtaneH MHOKapeH HHDApKT.
Io oTHOWEHKE Ha IIABHKA KPaeH KPUTEPHH He € YCTAHOBEHA CHTHH(HWKAHTHA pa3iHKa M MEMY NeUCHHETO
Ha azaTa Ha AMJIOZHITHH H JTevieHHe Ha Oa3ara Ha xnopranujoH: RR 0.98 95% CI(0
BTOPHYHHTE KpaHHH KPHTCPHH, MECTOTATa HA ChPAEYHATa HEJOCTATHYHOCT (11
cOopHHA KOMOMHHPaH CEPAEYHOCHIOB KPAcH KpUTEpHH) € CHrHAUKAHTHO T
rpyna, B CpaBHeHHe ¢ xjopraniaoHosata rpyma (10.2% % vs 7.7%, RR 1.38, go
INo oTHOMEHHE Ha of1aTa CMEPTHOCT, 0baYe, MUICBa CHIHA(UKAHTHA pasnukaM W JIB‘ICHHG"I HA
Oa3ara Ha aMJIOMHITHH H JIEUeHHETO Ha Oa3ara na xnopranuaoH RR 0.96 95% GJ[O 9:4:02] p=0, GR

%, ol
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5.2 ®apMaKOKHHETHYHH CBOHCTBA

CrenenTa v 00XBaTET Ha abcopOuus Ha NEepHHACTIPWI H aMnoaunuH ot [Ipecrapuym-Ko He ca
CHrHHGUKAHTHO Pa3THYHH, CHOTBETHO, OT CTeMneHTa K 00XBaTHT Ha abcopOLMA Ha MepuHaonpII U
AMIIOMIHH OT HHIMBHAYATTHHTE TabNneTHH GopMH.

Hepunoonpun:
AbGcopOuus

Cnen nepopaiHO IpwiokeHUe abcopliara Ha NepUHAOTPHI € §bp34 M NMKOBATA KOHLEHTPALIHSA Ce
noctra 3a 1 yac. IlnasmeHusaT nomy>KHBOT Ha TIEPHHIONPHN paBeH HA | vac.

ITepunzonpun e nekapcTBeH NpeAWIECTBEHUK. [lBajeceT H CE1eM NpoLIeHTa OT NIPHIoKEeHaTa 1033
OEPHHAONPHA AOCTHIA KPBBOTOKA NOA GopMaTa Ha axTHBHHA MeTabonut nepudaonpunar. B nombnnenue
KBbM aKTHBHHA [IEPUHAONPHIAT, MEPHHACIPHI AaBa NieT MeTabonuTHa, BcHUKUTEe HeaKTHBHHE. [THKoBaTa
ILTA3MEHA KOBLEHTpauMa Ha NepuHIONPHIAT ce AocTHra 3a 3 Ao 4 Jaca.

Tl KaTo MOrTBEIIAHETO HA XpaHa NOHIDKaBa KOHBEPCHATA 110 IEPHHAOCTIPHIIAT, a ¢ TOBA i HHOHATHYROCTTA,
NEPHHACTIPHI apTHHKH TpaOBa Aa Ob/le NPHIOXKEH NEPOPATHO B €THOKPATHA JHEBHA 033 CYTPHH NpeaH
XpaHese,

JeMOHCTpHpaHa € JIMHEeHHA 3aBHCHMOCT MEKIY JI038TA HA MEPHHOONPH H IUIA3MEHATa MY €KCIIOZHIIHA.

Painpeaenenne

O6eMbT Ha pasmpeseneHde e mpuoIManTenHo 0.2 Vkg 3a Hecpbp3anua nepungonpuwiat, CREp3BaHETO Ha
HEPHHIONIPWIAT ¢ IU1a3MEHHUTE NPOTEHHH ¢ 20%, rMaBHO C AHTHOTEH3HH KOHBEPTHPALHA eH3HM, HO €
KOHLEHTPALHOHHO 3aBHCHMO.

EnumuHEApaHe

ITepHHOONPHIAT C& €TMMHHHDPA B YPHHATA # KPaliHHAT NONYKHMBOT HA HECEBP3aHaTa (pakiys e
npuOmM3KTeNnHO 17 yaca, KOETO BOAH A0 AOCTHraHe Ha PABHOBECHH KOHLISHTPALIMH 3a 4 THH.

Crapuecka BB3pacT, ChpPAeYHA HEAOCTATEYHOCT, OR0peyHa HeROCTATHHHACT

EnMMuHanmMATa Ha MEpHHOONPIIAT € HaMarcHa NPH XOpa B CTAPYECKA Bb3PACT U CHIIO IPH MALHEHTH ¢hC
cbpae4Ha Wid 6u0peuna HemocTaTP4HOCT (BXK. Touka 4.2). CnefoBarenno, obMuaiHUAT MeAHIUMHECKH
KOHTpOI Tp:AGBa Ja BIUIIOYBA 4ECTO H3C/IEIBAHE Ha KPEaTHHHMHA M KAMHA.

YeproapoOHa HENOCTATLYHOCT

JManu3HAAT KIHPEHC Ha NEPHHAONPIUIAT € paBeH Ha 70 ml/min,

{apMakoKMHETHKATa HA NEPHHIONIPAT € NpOMeHeHa TIPH MALMEHTH ¢ LHpo3a; YePHOAPOOHUAT KIHPBHC HA
MaifuHHaTa MONIEKYJia € HaMaleH HanonoeuHa. Bee mak, KonmuyecTBoTo o6pasyBaH MEPUHAOMPHIAT He
HaMaJIgBa U CIeJ0BaTe/IHO He e HeoOX0AHMa KOopeKlud Ha no3ata (ex. Touka 4.2 u 4.4).

Ampodunun.
Abcopbunsa, pasnpeaeneHne, CREPIRANE HA MNAIMEHUSA MPOTEHH

Cnen mepopaliHo MPHIOKEHHE HAa TEPANIEBTHYHH A03H aMIOAMIIHH ce abcopOnpa no0pe ¢ MHKOBH KPbLBHH
HHMBA Mexy 6 H 12 gaca cnen ipreMa. Mzuncnenara abcomorHa 6ioHaTHYHOCT € MexTy 64 u 80%.

O6eMET Ha pasnpeaenenne ¢ npubnnsurenso 21 kg, In vitro npoyusanHa noka3sat, Ye NPHGITHIHTETHO
97.5% oT IMpPKyJHpallia aMJIOIHIHH € CBBP2aH C MNa3MEHHTE IPOTEHHH.

BuoHamMuHOCTTA Ha aMIOOMIIMH HE Ce MOBIHABA OT [IpHEMa Ha XpaHa.

Buorpancdopmaiys/ ETHMHHHpaHE

KpaliHHAT ¢THMHHAIHOHEH MONYKHUBOT € 0Kono 35-50 Jaca U ¢ ChbBMECTHM C €,
J03upaHe. AMIOIHITHH ce MeTa0OMM3HPa EKCTEH3UBHO OT YepHHA Apod [0 H




Crapuecka Bb3pacT

BpemMeTo 3a ocTHraHe HA MAKCMMAJTHA [U183MEHA KOHLISHTPAIMA Ha aMJIOAMIHH € CXOIHO TIPH Xopa B
HamnpeaHaua RE3PacT H 0-Miuagu xopa. KITHPBHCHT Ha aMIOAKITHH MOKA3Ba TeHACHIHA KM [T0-HUCKH
CTOHHOCTH ¢ nochenpamio nopxinelne Ha AUC n eMHMHHALMOHHMS TTOTY>XHBOT MPH XOpa B HanpeaHana
pb3pacT. Hapacteanero sa AUC (niowra noj, kpusaTa BpeMe-KOHLEHTpaLa) H BPEMETO Ha
NOAYETHMHHHPAHE NPH [IALHEHTH ChC 3acTOHHA ChpAe4Ha HEJOCTATEYHOCT ¢a OHIKM cnopes OYaKBaHOTO 33
MPOY4BaHATA BB3PAacTOBA TPYTIA [MALHEeHTH.

IMaumeHTH ¢ HapynieHa YepHOAPoOHA (yHKLIA

HanH9HH ca MHOTO ManKo KIHHWYHM JaHHH OTHOCHO IPHEMAHETO HA aAMJIOIHIIHH OT MALMEeHTH ¢ HapyIleHa
yeproapobHa dyrkus. [TaiMeHTH ¢ yepHOAPOOHa HEAOCTATHYHOCT MMAT HAMATICH KIHPBHC HA aMITOJHIIMHA
B pe3y/ITaT Ha yABL/DKEHHA IONY-XHBOT | nosuiaeateTo Ha AUC ¢ okoo 40-60%.

5.3 IlpesknaAE9AA JaHAH 33 Oe3omacHoOCT

Ilepundonpun:

B u3nuTBaHKs 33 XpOHUYHA MIEPOPATHA TOKCHYHOCT (TUTBEXOBE H MaiiMyHH) TApreTHHAT opraH e Os0peKsT, ¢
0DpaTHMO YBPEXKAAHE,

B in vitro wiu in vive npoy4BaHua He € HabmoAaBaHa MyTareHHOCT.

H3nHTBaHHATA 33 PEeNpoJyKTHBHA TOKCHYHOCT (ILTbXOBE, MULOKH, 3aiLI4 U MAHMYHH)} He NOKAa3BaT JaHHH 3a
eMOPHOTOKCHYHOCT MITH TEPATOTEHHOCT. Bee nak, WMa qaHHH, Ye HHXMOUTOpUTE HA AHTHOTEH3HH
KOHBEPTHPALLHS €H3HM KaTO KIaC NMPeTH3BHKBAT HEWENaHH ¢(heKTH BPBPXY KbCHOTO (PETANTHO pasBHTHE,
BOJELOH N0 (peTaTHa CMBPT H BpoAeHH edeKTH NPH TPH3auH M 3aliiu: Habmonasank ca 650peunn nesud 1
NOBHUICHHE Ha MEePH- H NIOCTHATANHATA cMBPTHOCT. HiMa HapylileHue Ha dhepTIIHTETA KaKTO [IPH KEHCKH,
TaKa H TIPH MBXKH [LTbXOBE.

B ppArocpovHd H3MHTEAHKA IPH IBX0OBE W MHIIKHA He € Ha0M0AaBaHa KaHLEPOreHHOCT.

Amnodunun:
Penpooyxmusna moxcuunocm:

ITpoyuBanns BEPXY penpOAyKTHBHOCTTA IPH IUTHXOBE M MHILUKH NOKA3BAT 3aKbCHABAHE Ha JaTaTa Ha
pakjaHe, yOBDKeRa NPOIBIKUTEIHOCT Ha POKIZHETO H HAMACHa KH3HECTIOCOOHOCT Ha HOTOMCTBOTO IPH
J03A NpubaHaKTenHO 50 TETH MO-BACOKH OT MAKCHMAITHHTE MPENOPBUHTENHM JO3H TIPH X0Pa, H3YHCICHH
Ha 6a3a mg/kg.

Hapyuenua evs hepmunumema:

Hsama edextn Bbpxy depTHinTeTa Ha IUTBXOBE, TPETUPAHH ¢ aMIOIWTIHE (MBXKKH 3a 64 1HK ¥ xkeHCkH 3a 14
IHH Npea oo aane) B o3H Haa 10mg/kg/neH (8 nyTu* no-BHCOKH OT MaKCHMATHO NpPenopLYHTEIHATA
3a xopa f03a ot 10 mg /m?, u3umcnena Ha Gasa mg /m?). B apyro npoydsaHe, B KOETO MBXKKH ILTEXOBE ¢
OwtH TpeTHpanH ¢ amtoaMnME Oe3nnaT 3a 30 IHH B JO3H, CPABHMMHA C TE3H MPH 4OBeKa, Ha 6azara mg/kg,
NOKa3BaT HaMalABaHe B Ma3MaTa Ha QOIHMKYI0-CTHMYTHPAIIMA XOPMOH H Ha TECTOCTEPOHA, KAaKTO H
HaMaJIABaHe Ha [UIBTHOCTTA Ha CTIEpMaTa ¥ Ha Opos 3penu cnepMaToO30HIM H CePTOHEeBH HIISTKH.

Kapyunozenesa, mymazeresa:

HsMa JaHHE 33 KApLMHOTEHHOCT MPH ILTbX0BETE H MUILKHTE, TPETHPAHH ¢ AMIOAMITHH B AMETATA 32 JABC
FOMHH B KOBLIEHTpAlMY, H3YHCIEHH J1a OCHTYPAT AHEBHM N030BH HHBa ot 0,5, 1,25 0 2.5 mg/kg/,ueﬂ Haii-
BHCOKATA J103a (IpH MHIIKH GJTH30 110, & NPH ILTBXOBE /B4 ITBTH™ M0-BHCOKA OT MAKCH .

TNIPETIOPBYUMTENHA KIHHMHYHA 034 oT 10 mg, u3uKcieHa 3a mg/m?) e Guia GaM3Ka 19
TONEPHPAHA 1034 3a MHIIKH, HO HE H 3a ILTBXOBE.

TIpoyuBannsTa 32 MyTaréHHOCT He MOKA3BAT JNEKAPCTBEHO OOYCIOBERH e(DEKTH |
XpOMO30MHO HHBO.
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*H3uKcneHa 3a nanueHTH c Terio 50 kg.

6. PAPMATIEBTHYHH JAHHH
6.1 CnHcBK HA IOMOIHATE BELIECTBA

Jlaxro3a MOHOXHApAT

Muxkpoxpucransa uenynoza (E460)

Cunuimes AHOKCHA, konouaeH Oezponen (E551)
Marnesuer creapat (E470B)

6.2 HechbBMeCTHMOCTH
He e npunoxmmo.
6.3 Cpox Ba roanoct

3 roauHu

6.4 CoemHajHH Npeana3HH MEPKH NPA CHXPAHERHE

CrxpaHspajiTe OnaKoBKaTa [UIBTHO 3aTBOPeHa, 3a A ¢¢ NpeanasH ot enara. CExXpaHABaiite B OpPUIMHATHATA
onaKoBka. To3u nekapcTBeH NMPOAYKT He M3HCKBA CIIEIIHANIHA TEMIIEPaTYPHH YCJIOBHA HAa ChXpaHEeHHe.

6.5 {anAd 32 ODAKOBKATA

5,7,10, 14, 20, 28, 30 nan 50 TaGneTkH B NOHNPONKIEHOBa OMAKOBKE, CHAGAEHA C YIUIHTHUTEN OT
TIONHETHJIEH ¢ HUCKa ILTETHOCT M 3aMyIIa/iKa OT NOJTHETHIIEH ¢ HUCKA IUTETHOCT, ChIBPMKALI CYLIHTEN.
Kyt ¢ 1 onakoska ot 5, 7, 10, 14, 20, 28, 30 w 50 TabneTkn.

Kyrus ¢ 2 onakoBku ot 28, 30 mnu 50 tabneTkH.

Kytus ¢ 3 onakosku ot 28 tabnerky.

Kytus ¢ 3 onakosku o1 30 Tabnerkw.

Kytua ¢ 4 onaxkoeku ot 30 Tabnerku.

Kytna ¢ 10 onakoeks ot 50 TabneTkH.

He BcHYKH BH/I0BE ONTAKOBKY MOTAT Ja ObAaT MyCHATH B mpopaxba.

6.6 CHensaJHH NpeanazHH MEPKH NpH H3XBLP/IgHE

HsamMa cnenyanii H3IHCKBAHKA.

7. TIPATEXATEJ HA PASPEIIEHHETO 3A YIIOTPEBA

Les Laboratoires Servier
50, rue Carnot

92284 Suresnes cedex
Opanuus

8. HOMEP(A) HA PASPEHIEHHETO 3A YIIOTPERA

MPECTAPHYM-KO 5 mg/5 mg tabnetkn: 20080113
NMPECTAPHYM-KO 5 mg/10 mg tabnerkn: 20080114
I[TPECTAPHYM-KO 10 mg/5 mg Tabnerkn: 20080115
ITPECTAPHYM-KO 10 mg/10 mg tabnerku: 20080116
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9. JATA HA IbPBO PASPEHIABAHE/TIOJJHOBABAHE HA PASPEIIEHHETO 3A
YHOOTPEBA

26.06.2008

10. JATA HA AKTYAJII3HPAHE HA TEKCTA
<{MM/TTT}>
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